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25 (^X^PXJI/^r^JW ^^75/1, [5? (n-7°ntf;l/) X^T^: 
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tf;u*, j/^n^S, s^n^>5P;«, ^^p^->;^ trnus?>- 

20 3—f;i/S, l-;*3^rt/fcrnU> ? >-3--f;i^ 1 -7tt)V\ZuVi?>- 3 - 
-OWS, i -^ntf^-x;i/t!nu^>-3 — f;i^, l- WV7*nif;w;i/^ 
x;i/)tfnu> ? >-3 — r;^. l -^^>x;i/*x;i/tfnu> ? >- 3 --r;i/S, 

^u> ? >-4— r;vs> i- wv^aif;^;i/tow twjs»- 3 — r;w 

25 l-^^>X;i/^x;i/t!^Ui?>-3-'l > ;^ rh7kFn77>- 3 - 

^ [b] Ti$n§M«^3~i oicwitiitiistbtn t 
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;W 7^/]-ifnij^>-i-'f;H, 3 - >x;i/*x;v {^>v) 75. 
;]-ifDij^>-i-^M, 3- (-rv^atf;i/*;^-;VT5y) -trnu 
5 $»- 1 — f;i*fcWJ5?>- i -> r;«, ^it^^w >-r^>- i^ovm. 
^\^^^i/><5>-i — r;i/*, t!^9s?>- i — ovm, 4-r-fe^;vtf 
i 4 — rvyntf;^;^~;i/H^7> ? >-i — r;vs> 

I^R 1 XttR 2 <!:l/T^L<}t jjc*©^ x=P;i^ n- 

l, i-i^^;K/Ptf;vS, 2, 2-^^WaHJH, i-xf^nH 
4-^^;w^>^;vs, 2-bFP^>y'ptr;i/a, 2 h^>yptf 
2-fc fp4^>- 2-^^;i/7°nt!;i/^ 2-* 2-*^;k/p 
tf;i/S, 2- (^h^^M^75/) x^;i* 2-T-feh^v^ntf;v 
15 l -xf;i/- 2 - k H n^->- 2 - ^ ^;^d 2, 2-^*^;v- 

l-^V^at!;VS, 2-fch'P^rv—l, 2-5?*3 L )Vzfn¥)m, 2-* 

b*z/-i, 2-5?^^pkm, 2-T^y-2-^^;uyDtr;i/*, 2- 

kl<D^'>XfJl/S, 1, 3 - 3 - k H D+J/^VS, 1, 3-i? 

20 ^>x^;i/«, v'^nyntf^S, ^^p^^WK, *s2u^y?-)vm, is?u 
^>M,k°DiJ^>-3-^M, i-^;nfoij5?>-3- 1- 

y-t^tf p u 5?>- 3 — ovm. i-^n tf^-x;utf p u 3 — r ;vs> 
1- (-<vypkf;^;i/^x;w tfPU^>- 3 — 1 )vm> i-;*^>7Ji/*x 
;1/Hpu> ? >-3— r;i/S, 1 -y^;vtf^u^>-4— r;vs, 

25 tf^U^>-4— - r;PS, fh7kHn77>-3-fM, i-^f;nfnu 

f>-4— r;p^ 6 - (N-yt^ufp'j^v- 2 -^jw (n- 
-<y < /ptf;i/^;^x;i/tfPU> 5 >-2— <M ^jmmm^^ti, ^hx 

R^zSRttf-miztz^T^nz^&Tzmmm^tthtt cb] T^$n 
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5 )i#~)iT=iy) -tfau> ? >- i — tf^u^>- i -^r;i* 2-b 

1) ^;V-^a^6^:*»*>&W^$tlS«ifea^b<ttS: [A] T^$n^>3 

3) R 1 (X«R 2 ) J&^^akT&tK l^R 2 (XteR 1 ) <V^Otf;l/S, 
^^D^DtfjVS, 5/^D^;P3£, 5/^a^>^;l/S, is2Us\3r~/)Vm, N- 

pwnfa us»- 3 — r;i/^> N-r-fe^-;nfnus?>-3 — oi* n-* 
is ^;utwj^>-4 — r;v^ Th7kHD77>-2 — r;vs> i-*^>x 

>-3— -r;ps*^&«:*»^5W5sns***jt*$n* 0 
20 jt^nso 

R 4 tixn 7KmM^x^MT;i/^;«wj^^n, ^^b<«7K^MT 

l) 

25 2) ix«2itt®3~8 m©^»^ b < mmw&mmm, 

3) i x« 2 gt&© 3-8 jto^i^g b < mmm^mmm. xra 

4) (D^mm^mmm^zmm^nx^T t> £ v^mifc 2 ~ 4 © 7 

WTi$n§ 1 Xtt 2 WScfO 3~8 A©^#^mm^ t bTtt, -^ffi©7f # 
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■mMmm&zmmv. ho-^^m, tfu^>^-r;^, )vm. 

;V^-f;VS> 1, 3, 4-ttWTV-)Vz?'()\'&. 1, 2, 4-hUTl/- 

5 1, 2, 3-hU7^-;wm t!^*/— ;w5?-f;p*, 5-* 

7^u^>5?-f;ws, ^/^u-u>> ? -r;v^ ^w>^)vm.. -»yu> 
w-essns 1 xtt 2 auto 3-8 mommmmmmMii lth -^©^ 

WTS^nS 1 X« 2f tt© 3 ~ 8 l©f ti^iiS t UTH, zHffi©^# 
IftftXIIIS&MeU 1, 2 -^a:Zil/>S, 1, 3-7x.~U>m. 1, 4- 
7xZk>S, 2, 6-t7^1/>S«^Sn5. 
.20 WT«Sn*lXtt2att03~8A©liJ»»«*IR3£tUT», —ffi(DflgJte 
8lft3!S3it£&«5fcU 1» 2->'^D7 P Dtflx>'^ > 1, 3-v-^n^W>S> 
1, 3 — >^a^>^]/>S, 1, 2-^^D^>'^>*, 1, 4-5>^n^\ 

mmm^zmm^nx^x-b^m^M^v. -ch 2 ch 2 -, -ch 2 ch 2 

CH 2 - -CH 2 CH (CH 3 ) -0-CH 2 - -O-CH (CH 3 ) - 
CH 2 CH 2 CH 2 CH 2 -^/Wzk£*ISo 



WO 2004/011440 PCT/JP2003/009610 

25 

m¥<»— mmmmttw&t£tiT^T%&^m&n&iis. -ch=ch- - 

CH=CH-CH 2 -, -CH 2 -CH=CH-WJ^n5. 

5 

2) 1 Xfc* 2 Sift© 3-8 10^SML< ^ifeMimMS, 

3) 1 Xte 2 Sift© 3-8 A0JBlffiKlttl3jUk Xte> 

10 1) 1 X« 2 W&<D 3 - 8 MO^fif L < F»fflRtt*9lt& 

2) 1 Xtt 2 ^tt© 3-8 S©ItI»i*!fc*St3k Rtf 

3) ©IWJK^JmJMFFfcWIS *ITV>T «k VijK** 2-4 07;^ W 
fcflvr fc 1 Xtt 2 giftCD 3-8 M©^f#^^^^5H»dW* b < , 0d^.«> 

i5 T»©«»ai*««B**n, 
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7i-JH> ^y^VS, t!D"JM, fl-JH, <5 

yyu;^ tr^yj;^ ^Ti/u;i/S> -rv^T^/u;^ w^jjh, 
10 -ry^^/u;^ huryu;^ rh^yu^ii, ^^r\/u;i/S, 

^y^T^/u;vs, eus>— tf^^-;ws, tr u 5 t?u^y~ 
-r>Hu;«, ^>y77-;n, ^>*/fi-M, ^>y-r^;?vu 

-urn. *>*sttwvjv&* ^>^vtwyjM> ^>^?7yu;v 

& ^>i/-ry^Tyu;w*. -f>yyu;vs, yj-m ^/u;n, -ry 
15 */u;m, y^s?~;«> ^-y^us*^*, +;+t'j^s, 

& t!U5?-;nj, tfu^^;wat, tf^^-;i^s, Ku^n;i^ast»$ft 
20 zuum. huy;v^o^^;vs, ;*h^>^> xh+^ hiiy 

r-khT^HS, ^^Kr^yg, ^^^;i/*;wt ; t-i > ;p 
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z^^JVXJVyy^JVm. X^tK^^/S, (^^^X^yyt-f 
3 -^;i/^-p^x-;«> 4-7;^p^^-;i/^ 3, 4-^y)V3r 

10 D7i^H, 2, 4-^7Mn7x-JkS, 2-7Dn7x-M> 3-^7 
DD7xZM, 4-^DD7x-M, 3-h'j7Mn^f;V7x-M, 
4- b'J 7JVtD^fJl/7xzm 4-* h^7x-M,4-Ib^>7x 
3-7MD-4-^h^>7x-jVS, 4-">7;7x-M, 4- 

(W'jy) 7x-;n, 4- (tf^^^y) 7x^m, ^v^y >- 5 - 
15 -f;w*> t7^i/>- 1 -'f ;i^*J«ssns. 

J^fcMfcfciU 2-7;^Ptf»J> ? >-5— nvm. 3-^;^Pb!U> ? >-6- 

-oi^ 2-^pptru> ? >- 5 — ovm, 3-^PPtfu>»>-6— f;i/», 
2-^h^> ; tfu^>- 5— r;vs, 2-^h^->tru> ? >-6— r;u», 2- 

20 Xh3^>tfU^>-5— -owak 2-xh^^tfU^>-6— 2-tfU 
5 i?-)Vm. 2-b!U5?-;Hfe, (2-hU^;i/^P^5^;i/) trus^>-5 — r 

(3-hU7;i/to^?;w tfu> ? >-6— ovm. 2-->T/tfu> ? >- 

A r <!: bT^* 1/ < li7xZJH, 2 - 7;i/tD 7 x - 3-yj^uyx. 
25 x;i/^ 4-^;i/^-p>'a:x;PS> 2-h'j7Mn^Wx-M, 3-h 
'J7;VtD^f;i/7x-M, 4-h'J7MD^?;l/7x^JH, 4-*h^ 

^>7x^;n, 4-^^>7.;^x;i/7^-;i/«, 3 -:7;M-p- 4-^ h^-> 
7x-M 3, 4-^y)^uyx.-)vm, 2, 4-i?y)\>jruy^~)\,m. 

4-70U7X-JH, 4- (tWJ5?>- 1 ~-r;W 7x-JH, 4- 
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*u>-i — r;i/) y*.~)vm. 2-^;i/^-atfU^>-5—<;i/S> 3-yjv 

*afcfU> ? >- 6 — OVm. 2-* h^->t!U> ? >- 5 — OVm, 
k!U> ? >-6— Om. 2 - tf IU z?~)lM, 2 -t!U (2-MC7 
;W-a*3MU) - 5-bfU^n;i/S, (3 - HJ 7)V*u*^M 

#5BW©te^4&K::feV>Trau 1) Wi t T 1 X« 2 Itt© 3 ~ 8 l©f f It 

1) — m& [i-i] t^^ns^i, 
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B\ BK B\ R\ R\ R\ RWArlt itfifBfc|f)D-Z!&& s . ] 

5 ^sjfc&^T, i»^tttTW©fe0^$ni.o 
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No 




No 




1 


H 3 C 


10 


° li x^N )-CH 3 
H 3 C 


2 


F^T^n H H - OH 


11 


N ch 3 
H 3 C 


O 


L M N ^ H CH* 
H 3 C 




IL^L N kI CHa 

° ^^^N )-CH 3 
H 3 C 


4 


II J '>-N 

O 

H 3 C 


13 


° >-CH 3 
H 3 C 


5 


5 iUC^Vch, 

H 3 C 


14 


H 3 C 


6 


S X^M^VCH. 
H 3 C 


15 


° >-CH 3 
H 3 C 


7 


N^JL^^^N^^n CH 3 
H 3 C 


16 


° >-CH 3 
H 3 C 


8 


O 

OCO^H^B CM, 

° k V^N >-CH 3 
H 3 C 


17 


HsC '°^fjL 

II J H H rH 

— N CH 3 
H 3 C 


9 


TCc^Vch, 

H 3 C 


18 


° ^<^-N )-CH 3 
H 3 C 
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No 




No 




19 


UMy-^H / CH3 

° ^NjSf-N >-CH 3 
H 3 C 


28 


11 H CH 3 
H 3 C 


20 


0 'v^N )-CH 3 
H 3 C 


29 


pS-O-^X H h ch 3 

H 3 C 




^^if^L \\ ^ H CH 3 

0 )-CH 3 
H 3 C 


OA 

OU 


H 3 C 


22 


° )-CH 3 
H 3 C 


31 


H 3 C I 


23 


H 3 C 


32 


H 3 C 


OA 


0 ^^-N >-CH 3 
H 3 C 


oo 
oo 


HgC 


25 


O 

H 3 C 


34 


H 3 C 


26 


° >-CH 3 
H 3 C 


35 


H 3 C 


27 


0 

H 3 C 


36 


CH 3 

H3C 
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No 




No 


8S3t5t 


37 


F f^C Vr t ^ 

N ^ — CH3 
H3C 


46 


H 3 C 


38 


nNt^I H h 

N^k^N^U CH 3 

w >-CH 3 
H 3 C 


47 


H 3 C 


39 


^^^N J— CH 3 
H 3 C 


48 


^ H h 

O )-CH 3 
H 3 C 


40 


T^lT^l H h 

0 K^tT Vch 3 

H 3 C 


49 


O >-CH 3 
H 3 C 


41 


"'^D^S^ fi | CH 3 

H 3 C 


50 




42 


Sl[ ^lT^N H 

0 ^S^N )-CH 3 
H 3 C 


51 




43 


■nr "CcW CH ' 

H 3 C 


\ 52 


° \-CH 3 


44 


O K^-N >-CH 3 
H 3 C 


53 




45 


N- N ,CH 3 

0 )-CH 3 
H 3 C 


54 


° ^ N N CH 3 
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No 




No 




55 




64 




56 




65 


F F 


57 




66 


p F 

f Xs — 

N CH 3 


58 




67 


F F 

O K^^. N ' Y^r\ 9 
CH 3 






68 




60 




69 


F F 

I ° ^CH 3 


61 


CH 3 


70 


F F > Vll H l" 3 


62 


S^O^JT A' CH ' 


71 


F^V^ll H ? H 3 


63 


° 

0 N CH 3 


72 
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No 




No 




73 


WvN w A N-COCH 3 


82 


F ° 
F >^^ , CH 3 ^ N ^CH 3 


74 




83 




75 


Fs ^s^ CH, ?" 3 


84 


F F ! 

fS^I h CHa ? Ha 

^°^ N 15:vo N " 8020H - 


76 


° N CH 3 


85 


F F 

fN*^ H f 3 

°^ N iOc^^ COCH3 


77 




86 




78 


XljN h CH 3 


87 


° ^NS^N )-CH 3 
H 3 C 


79 




88 


H „ 
k^N N^fl ,CH 3 

0 'XS^N )-CH a 
H a C 


80 




89 


H 3 C 


81 




\ 





• 5-(4-7JI/tD7xZ;»-N-{2-[-l'y^Dtf;H^5 1 ;i/)7$y]-lH-^> 
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x-r ^ &v—j\r- 6 -f ; w - 2 - tr u & * f , 

• 5-(4-7Mn7xz;w-N-{2-[< y^ntf;i/U5 1 ;i/)T^y]-iH-^> 

• n-{ 2 - [-r vVd tf ;i/ 7$y]-i h-^ >xv ^ ?v-jv- 6 -- r ;w - 

• 3-(4-7MD7x-;i/)-N-{2-W77°Dtf;K^f;075y]-lH-^>' 

10 x-f 5^/-;i/-6~f ;w-3-tf u f, 

• N-{2-[l -7t^- 3 - fcf D U (^^JW 7 ^ / ] - 1 H-^>X-f ^ 
y 6 ~f ;W- 5 - ( 4-7 D 7x-JW -2-tf'J ^>^;i/3^^r+f-5 F , 

■ N-{ 2 - \A V 7X2 tf;K* ^)V) T ^ J ] - 1 H-^ >X-T ^ W—)V- 6 ;w - 

5- 7x^V- 2-If7^>*M4 : t$ h\ 

15 • N-{2-[l -Tiz:^;i/-3-lfnU^;K^^;0T^y]-lH-^>X-1'^ 

6 — r ;W- 5 - ( 4- ^;i/^-n 7x~;W - 2 - tf 7 ^>3tj;w#^5 F, 

• 5-(4-7MD7x-;W-N-{2-Wy7DHJl/Wf;W75y]-lH-^> 
X-T a ?*S—)V- 6 ; W - 2 - tf U S fr&tt =i F , 

• 6-(4-7MD7x^I/)-N-{2-W77"Dt:;i'U^l/)7$y]-lH-^> 

20 X-f 5 *>V-;v- 6 -cm- 3 -tr u^>*;i/#^$ b\ 

• 2-(4->';i/^-n^acn;i/)-N-{2-[-ryyptf;K^5 : -;i/)T^y]-iH-^> 
x-r ^ ?v—)]r- 6 ~r ; w - 5 - tr u ^ s> ^ f , 

•n- {2- [-ryyntf;i/ (y^;i/) r^y] - 1 h - ^ >x-r 5 ^ y*-;i/ - 

6— I'M -3- [4- (hU^MD^^JW 7i-JH -1, 2, 4-^ 
25 WT*S—)V- 5 -^J^^itS h\ 

• n- {2- [-ry^ntf^ (y^;i/) 75;] - 1 h - ^ >x-r 5 y y-;i/ - 

6 — iM -1- [4- (hU^;i/^n^^;V) ^ac— M -1, 2, 4-hU 

77-Ji/- 3 f, 

•n- {2- MWuidjv T^y] - iH-^>x-f^y*-;v- 
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6— OW -5- [4- (b»J7;VtP/f;W -1, 3, 4-5M=- 

W7V—)V- 2 -#;M^U-5 h\ 

•n- {2- [-rv^Dtf;w 75/] -iH-^>X-ra^/-;i/- 

6 — r;w - 5 i- [4- (hU7JVta^?;v) 7i^;w -ih- 

•N- {2- MV^Pt!^ (pWW 757] -lH-^>^5^/-;p- 

6— r;w - 2- [4- (h»j7^tD^f;w 7x-jw -2h- 
;v-2-#;i/#^5 h\ 

• 6- (3-7;vtn7i^) -N- {2- k v^atf;i/ (/^;i/) 75/] - 
•n- {2- My7°Dtf;v (pwv) 75/] - iH-^>x-f 

6— f;W -5-7i^V-5-lfU5^M+t5 h\ 

• 5- (4-^;U^D^oiZi;W) -N- {2- W V7U\Z)V (*^)V) 75/] - 

i 1 H-^>x-r 5^y-;i/- 6 — r;w -2-t:u5^>^+ 

it5 b\ 

n- {2 - [-rv^ntf;!/ (/^;i/) 75/] - ih-^>xV5^/-;1/-6- 
>r;W -5-^x-;i/-3-tfU^>^;i/#^5 h\ #*«fin$n*. 



WO 2004/011440 PCT/JP2003/009610 

37 




B\ B\ B 3 , R 1 , R 2 , R 3 , R 4 , WS^Arlt tftfBl;:[Wr& 

S. ] 

z.<D&mz. — BtA [in -V&2tiz>{k&to£—1N&: [iii] -msns 

mxu r^^F&fcogmtzmi mmm^m. 1 9 8 

3^) tctsm^nTv^Tm 

10 ;K ^b^^l/>, i7nn$M, fh7kFD77> (OT, Tthfj <hv> 
(.BAT, TDMFJ iV^o ) , t?US?>*X»*©ffl'&»«IW^«7pa 

15 <W*.fc£N, N' -^^^DA^r>/MM^5H> 2-^PD-l, 3->>* 
^;i/-2— T^^/U^A ^D7-f H, N, N' -^V^dHMJ^^ 

5 h\ l- (3-i?*^)i>Ts.y7u¥)i) -3-x^;w*^>?-r^ i- 

SC • HC 1 J tVi"5o ) , *t>VhV7V—)V- 1 — T;W^>— hUX- (V 
20 ^^75y)*X*^A^U-7^tn^7i-h^>\/hU7y-;V- 
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$?7i-;H3^7s?h, i, i ' ^^/— ;v^wa^^ns. 

»Mi©ieffl*tbTtt, ant, -hhs* [in T^^n^ib^i^Hc^ 

Kj&ftmz. 3o^-7B^^n, $f*b<^i^p B i~24^ 
io — asa ci i] ^sn§*M>ti:^7tx, m%)itf>wt<Dfc)&®M&& 

t—ti&li I I] TS$n^k:^t^]iS:$^r§Jit^ckoT%>— ftgft [I] 

?>iem. m^wmm. sitxxfjk ffitTaF^n^w. cms© 

*l 1 9 8 3^) £#m \zmm^wn & z> o 
—ms. [in T?*sn5fls^«©«Any^b«it — ^ [in -ms 

— jks [in Tt&zn&it&QBvm&wtf&Tkmt* — «^ [in T^$n 
sft^tostfefe^no^atteav^-w^Hrb »j x^;vt^ >^ot^ ><z>#3et, 

— «5£ [in T*sn5fl5^©}sttx7T;m, — [in -csisn 
-f£=b\ i- <3->^^;Kr5/:/nfcr;i/) -3-xf;wM^5H^© 
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-f^F, l-hHD^>yhU7y-;|/ (OT, THOBtJ <h^5. ) $ 
0N-kHD^>ft^ ; 4-nhD7x/-;K2, 4-yZhD7x;-;K 
2, 4, 5-h'J^OD7iy-jk W7aD7x;-JVfCD7iy-M 

-*S5fc [II] T?$$n5ftMiOigtt75H}t — JKS: [II] TSSft* 

10 [II] TI$tl5^©SMfli*CD^l t l/Ttt, - 

[ I I I ] T^£ft£fb£-#i 1 tJH^t 0 . 5 ^;P7I>SM^;P;WI^£ 

;k mt^^u>, ^dptkm, thf, dmf, K ys>>*xK3*cDfi<&» 
15 fiw^wsns. 

20 TKm^hU^A, ^m-fb^U^A, Efcm^HJ^A, I8«;&U#A, ^7K^ 
*£S©&fflS£bTfci, MS, — «5S [III] T^^ft^b^l^Wc^f 

#>j^£ft, #F£b<teo. i~o. 5^;i^tf£§t£ft& 0 

t&IBS^14^#:^fflV^^©^m^^bT«,aS, - 50 "C- loot: 
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#i^£n, b<«3o #ns~ 2 4B#^^$n^o 

ft, — jHsfc [II] ^i^tiS^liH rfrflK©fc^*&&^-«Sjfi, 
5 (Synlett) 6#, 8 291 (2 0 0 0^) , i~)l> • Or? • 

^^•^Xh'J- (Journal of Medicinal C 
hemistry) , 4 1t, 1 8 5 51 (1 9 9 8^) , 4 4#, 7 0 3 
K (2 0 0 1^) , ^\^n+h-r^;i/X (Heterocycles), 3 5#, 
1 5 5 11 (199 4^) , (Synthesis), 6 0 91 (1 

10 9 7 5^) , v 5 ^ — ^)V- Or? > AfnK^iJy^ • dr^XhU — (Jour 
nal of Heterocyclic Chemistry), 3 2f, 1 

5 6 3i (199 sm \zmm<D-%mzmcxMmrz>zth*sm-e&%>o 
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HoN 



H 

Boc-N 




[VIII] 




10 



[VIII] 

[a**, xte, jms, a^5|i$OADy>gf, p- h;wx>x;i/^>^ 

ZDjg 2 - 1 : 

-jtes civ] T^^ns-fb^tti:— «^ cv] Tsft*n*-fb'&*t*TOtt 

tt5 0*C~1 5 oriCT, 10^-4 8^, lftb<«l~2 4»it§ 
Ctfc«fcO-H»!S:[V I] T?^n*-fb'&4&*#S. ft> d©KJStt, *rtf (sealed 
tube) *Tff -5 £ i#T?#5. 
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^m&mmtvTfcs mx^-t^>. thf, 7th-hujk dmf, 

S^^l/vUl/JM^F (MTs TDMSOJ t^Oo ) , T±b>mm7KZ*l* 

[v] T^$n§^0tfflttbTH [iv] 

5 ft&m 1 ^HC** b 1-50 =E)VtmfmtStL. ^KS2~10 ^PtfffcSIS 

#vvr, -jRs: [vi] -cs^nsfli^ftitt, »&n&-«5£ [vn T-ms 

X©2-2 

[VI] 7?g$na{^©- hng£M7nU — ^ [VI I] Tfi 
15 ZnZ<k&®L?Z>o Mjttmt* fllfctofWOO 2/4 0 0 1 9W>y\sy b 

\zmm.(Djj8k&m^z> ^ t^Tt^o [i i n T^^ns^iii: 

mR 4 =H1?^5tf, — ISS: [VII] T^SnSfc^t&S. 
Ig2 — 3 

-«5£[V I I ]T^$nsft^&^&»©;£8cfc<k*) B o cfiWftl/T, 
20 [VIII] -r^^nS-ft^t-TS. BocMtlt M©#ftTt 

m*ffl^adt3&«Wffi*Tf*D, (Boc) 2 CK N-t-yb^XM 

-jvt+->^ 5 ; - 2 - 7i-;i/7t hx h u ;k t -y^)V n— tJ-^w^ 
Boc^io^itum -j&5£ [vii] T^$n^b-&% 1 

ffiitbm — JKS [VI I] TSSnSft^ftl^VWbO. 5~5^E;V 
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*;kk, thf, dmf, \zvi?>mx\tt<DmG»mmwmi£tiz. 

IS2-4 

-*5* [VIII] T^^n^f^tiiN aH^CDSIi^LTM^ 

5££K:<fct) — flgifc [I I I] *W;£tt3'ffr&<lb£#*. ' 

^SHtWK*, [VIII] T^<am*<fc<&<»£:K£££ 

Ot~5 0t:©SST3 0#~1 2WFWR«*ffV^ R 4 £*SA-r3„ 
10 iS©ttfflitl/TH — JRS [VIII] TS^tl^ft^ 1 ^WCO^" 1 

ffliiLTH — «s£ [VIII] T^nS^^l^Hc^l-i o^EA 

awjc^tu b < « i ~ 3 ^^jtn^n^o 

[ i v] -c*snsYfc-&«Rtx/xtt-ifi^: [v] TigEStis-rt;^ 

25 «Jfi^3 
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R 3 



r3 _ R 3 S^r-H R1 

aN R 1 Jlw ^V-N R 1 PhOCOCI HN-P JL , 

Vn H a N(lH, " PhO-i R2 

N R 2 ^^~N R 2 tf'J V> O 



HN-t 
PhO-i 
O 



3 R 3 



o 

5 



R 3 R3 
N B 1 HN-^VN ,R 1 



5 



[1-31 



G- 



—figs: [i] +©wic*^*3~8*©i&i^^**«3isiUK*ab, Ph 
-figs: [vn T^$ns^*fcffia-rs^'&'»is, ig2-2tfCT 

10 1 1 4 3 7 6*t/1>:7W hfcflB«©2f*££#IIBT££. #5>tlfe^^«, 

[i-3] Tg^tis^tittsct^fs. use, TfrM 

JV ' irS.XbV — (Journal of Medicinal Chemis 
15 try) , 4 3#. 2 7 0 31 (2 0 0 0^) , rh7AHD>' l^^— X (T 
etrahedron Letters), 3 8t, 6 3 5 91 (1 9 9 7^), 

ra, 3 9t, 6i7S (1998^) m\z%&m<DJjmzmvTmmt & ri 
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3^>#;i^x;i/g, ih+y^M-M, yntf;i/^>-^;i/^-;^ tert- 

20 7°Otf;i/S, ien-7?-)Vmm<D{m.7)V*)Vm\ hU^^;W>U;i/*, tert- 

b^ih^ ^;«^©{£^t;1/3 3p ~> * ^was j-r-h^tHPtfv x;w 

S ; ^J^.«h 'J ^^^>U;Vx h+^^fM ; ^>^H> P-* h*>"*> 
U h U * 3\>l/>- U ;i/X h ^^JVm. ter t - y 
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m^v7u\z)vm. tert-^;«*©«»T;^;v*; 2, 2, 2-hj# 
x. ^mmcom^m^ ummommRts-m^: en -wsns-ffr&tt© 

• M-yi' • (Protective Groups in 

Organic Synthesis) , T. W. £f»J — > (T. W. Gr e e 
ne)^, John Wiley & Sonst (198l¥) M] XU^r 

n\zmc^mz.^x. m^smxumm^m^^mm^m^ ip^, 
15 0. oims^ijce ^*b<^bu^;i/^-p#m, 3m x 

^ ^^^<D^mn^xuK^m^^tET^m^f)^^^ 
[ 1 - 1] ^^n^>-fb^^^-r^^m^ 
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i, mwmm. v^m> im. it^> as** m&&mfe 

&mxm • iBtt^, mm** ^mn3r> 

->3«MBJ*#x;WK ^U^>-x^l/>> ^bfcv>^ #ytfx;nfay 
h*>, xfru^^^A, ^K^TK^m, Msta, 

20 i/z oj^^ h y >x&t hd+^d d^t, h y >mtmvf e>tis. 
*s p * Tau x y * ->;i^m u < «a» & n, c n s 
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nsfiMo~9 9. 011%, $f^u<«40-99. oitmtsct 

TcX>0. 0 1~2 Omg/kg^l-ifclllfc^ttT, X, #NK 

0. 0 0 2~1 Omg/'kg^l-icIlIlC^tT^'r^CD/OW^b^o X, jfe 

10 3>fcf:»— ^a>ftfe 

±. &bmm±. tm&mm, mm, mmmmmmmzm^mm&rf. mm 
mmmi £^5„ ) ia^tTifflts 2: t^Tt 5. mzMmu, tmmm 
<D^ffixumm\z&\,*T, mmz, m*\z, ^tm^nz^-r^^ti^psm-v^ 
15 §0 *mw<Dfc&®& ixfe2&±<DwmmMmtmm\zmmTzm'£s m-o 
&*mmx&&mmm.f&VQ£T2>z.£&x%z> 0 vfrv&wz, n>tf*—> 3 

20 mmmmm<D^m^ ffim±m^z>nx^z>&-$-m\zm~?n&&< . n-^-n 
&#;w-k mm. u&&t>^m\z&vmMM$i?zz\2z&7?g2>o wmm 

wvfc&w tmmmmm t&mmizmmt vxm & n^m-©»jc5©#, 2 ) 

#I5kt©^i^js!#, 3) *mmofc&®£mmmmM£&ffl*\z*mukvx& 
t>nz>2m<Dmm<Dm— &&m&x<Dmmm&&^x<D&i§. > 4) 
mtmmmmm£^m^\zMMithx%^n^2m(DmM<D^^^mmx<D 
mm^, 5) *^H^^b^<h#ffiffl^jt$sij^^TOKbbT#e>n^2a 
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5 ^mwxm^znzmmmmMtvxte, mxu mmmmmmi > rnmifa. 
±sb mmffifemmi t^x\t, Mz.&i)t/v?v>m. (gutazones) imx 

&i/tfV?V> (ciglitazone) , y)VtfV?V> (darglitazone) , X>^U^ 
10 \T> (eoglitazone) > -r+^U^\/> (isaglitazone) (MCC-555)^] , tf:*^ 
V#V> (pioglitazone) , uy>fVf/> (rosiglitazone) , bn^U^^> 
(troglitazone) , BRL49653, CLX-092K 5-BTZD, GW-0207, LG-10064K LY-300512 
fOPPARr7^-7, F ; 2)^ Ftf^l^ Xmetformin), t/sM/S Xbuformin), 
7x.>*)l=i> (phenformin) m<D tf^T^-f F^J ; 3) ^Dr-f >^ay>^7, 

15 ^r^-if-iB mrnm ; 4)7-^^-*^ f\ ^u;vyoA°s f\ ^t^x 

(diabinese) , tfVO&JS. F (gli bene 1 amide) > tf^H (glipizide) , 
#V 7 X ) F (glyburide) , ;* tf U F (glimepiride)^U # F (gl iclazideK 
^>J^>^F (glipentide) , ^ U ^ > (gliquidone) , ^'JV75F 
(gli sol amide) , F^lf^ F\ FJK?^ F#<DX;V*n;i/^l/7 ; 5) WN°^U 
20 (repaglinide) , ^t^UxF (nateglinide) ^©;*^U^xF 

(meglitinides) M; X (acarbose) , 7> ? ^>'> (adiposine) , 

#5^U^— X (camiglibose) , X5^Uf-h (emiglitate) , a^'JI — )V 
(miglitol) , tf^U^— X (voglibose) , :/^>^>>-Q (pradimicin-Q) , 
(salbostatin) , CKD-71K MDL-25, 673> MDL-73, 945, M0R14 # 
25 ©a-^3i/Fk Fn+S^— fcl&^Hi ; D^ytf^Zv F(tendamistat), 
hl/X^^> (trestatin) , Al 3688 m<D a -7^ ^-if^^J ; 8) U / 
tj F (linogliride) , A-4166 ^f<£K >7. U yft^UMM ; 9) # u^^rz/ji 
(clomoxir) , x F^^Ketomoxir) mmmmmmmM ; 10) % /- 
;Kmidaglizole),-r-9-^U F— ;KisaglidoleKxU F— ;Kderiglidole), 
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<i ^/^ItXidazoxan) , X7n^> (earoxan) > y )Vnu^-^ry {i luparoxan) 
^©A2T>^^— ; 11) (biota) , LP-100, / A'^fc! H (novarapid) , 

insulin detemir, -f >X'J>U^D (insulin lispro) , insulin glargine, -f 
>X U Lys-ProH>X'JX GLP-1 (73-7) , GLP1 75 H (7-36) 

5 >*U>35fcWrf >XU>5^f-ff^ ; 12) JT-501,77MU^ 

( f argl i t azar) #(D#^T V U ; 1 3) MK-0767, CLX-0940, GW-1 536, 

GW-1929, GW-2433, KRP-297, L-796449, LR-90 SB219994 ^©P P AR a/ 

10 Vk, (colesevelem) , nWXf^-JV (colestipol) > ^HEir^X h 9 XDz?7 
fr&Vy^/TJWVWM** (Colestid»»lS«) > nai/Xb 

(LoCholestg^MI) , ^xxh^> (Questran Sftffifll) <£©Jfi?tBS!ftJKfli 
gftl ; 2)Xb;WtX^> (atorvastatin) > -f^A*X^> (itavastatin) , 
y)V/*7>&?-> (fluvastatin) , P/U^?^ (lovastatin) , ^7/U^f> 

15 (pravastatin). U AX^XrivastatinK nXAX^Xrosuvastatin) , 
>->AX^> (simvastatin) > ZD- 4 5 2 2^(DHMG-C o AjSte^K. 
mm ; 3)HMG-CoA^PJL*^J ; 4)X^1 — ^XXfJk 
;k X^p— ;i/^;i/3-> H, xi£^5^ (ezetimibe) ^©3^7,fn-MiRE 
; 5)7A'^^ (avasimibe) , X7^>S / < (eflucimibe) , KY-505, SMP-709 

20 m<DT^)lnx.>1?^&AnU7>^U—)VT^)im&BmM.mm ; 6)JTT705, b 
;U-teb^tr^ (torcetrapib) , CP532632, BAY-63-2149, SC-59K SC-795 ^<DC 

etpb«w ; 7)7.^71^ >&i&mmM* %)7u7u-)Wf<D&m{m* 9)^ 

Xb^w^— 7i77^7'7- b> > ? x>#^> (gemcabene) > ^a:>:M 
25 yuV)V (gemfibrozil) , GW-7647, BM-170744, LY-518674, 7^:7*Dy^if 
S# [m«7hn5H (AtronidSSiffiSO , nfcf H (Lopid£«iS«D * HJ 
3— ;i/(Tricor^#^#) PAR a Txf—Xh ; 10)GW-4064, SR-103912 

^OFXRl/-fey^-7>^xf-7, b ; 1DGW3965, T9013137, XTCO-1 79628 m<D 
hXRU^y^— Txf~X b ; 12) ±^7^>&<DVtfyu^>&f£W&ffl ; 
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13) V-y-Tyv^y^ymmm ; l4)^nVW>14HJ;?U1ry vmxt 
m.WM ; 15)BARA1453, SC435, PHA384640> S-435, AZD7706 ^©Mft-^lf 
mM ; 16)GW501516, GW590735 f0P PAR 6 Trf~X h ; 17) hU^UirU 
f&mWM ; 18HAB687, CP346086 ^©MTTPit^J ; 19)iS^U ^yPf-Y > 
5 >^i— tJ— ; 20)X^ , 71/>X^^— ifga^J ; 21) jfiL/J^M^PJ. 

; 22)MK-591 ^© 5 - U if^tt^^ >/^UWM ; £> 

^dD7it5 h\ kFn7;Vtof7S?H, -f>^/15P (indapamide) , 
10 tFD^DDfT^W^^H^i^^rH (bumetanide) , X+r^Uxy 
(ethacrynic acid) > ^n-fe^H, h;i/*feS K^©;i/— 75n'JH, 

xn>T>^:xxXhm^fiM3i] ; 2)Tir^hD-;P (acebutolol) , TJ-J 
n— ;K ^^ N /n— ;i/ (betaxolol) > ^/t>hn— ;P (bevantolol) , IfV^D 
15 D— ;Kbisoprolol)^tf>FD— JKbopindoloD^^^D— ;Kcarteolol), 
#;i/^>?o— ;V (carvedilol) , ■feij7°DP-;V (celiprolol) , IX^D-Jl/ 

(esmolol) , <>T/n-;V (indenolol) > jt&'J'nn—)]/ (metaprolol) > 
^- H D— JKnadolol) >*fc* ^n— ;Mnebivolol)^>:/ h D— ;Kpenbutolol) , 
tf>Hn— ;k yn/VD-Jk V^D— ;K ^-^ha— ;U (tertatolol) , 
20 f'JVD-JV (tilisolol) , ^n-J^O 3 - 7 Hl/tU >^Dy*- ; 3) 
7AO^t!> (amlodipine) , T7Xi?fcf> (aranidipine) > r-WldS? tf > 

(azelnidipine) , /t;Wx> ? tf> (barnidipine) > ^\X> ? tf> (benidipine) „ 
^7 p U^;i/(bepridil)>^;V> ? tf>(cinaldipine)^l/lf^tf>'(clevidipine), 
i»Vm£J± (diltiazem) , X*x^tf> (efonidipine) , :7xn^fcf> 
25 (felodipine) , #n/15;i' (gallopamil) > -TX^> ? tf> (isradipine) , 7 
->> ? tf> (lacidipine) > U^.)Vz?¥> (lemildipine) , U)V%~z?¥> 

(lercanidipine) , ~^;Wv ? tf> (nicardipine) * >*:7;iLXfcr> (nifedipine) , 
~)WtW> (nilvadipine) , x^t?> (nimodepine) , xy;i^tf> 

(nisoldipine) * — hU5?\£> (nitrendipine) , VXv'tf^ (manidipine) . 
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-J-r^LVMy (pranidipine) > (verapamil) ^<E>#;Vv"7A^ > 

Wn*;*- ; 4)^if^U;K ^J^b^'JiK ~>5*iF:7*U;i' (cilazapril) , 
(delapril) , It7^U;K 7t^>/^U;i/ (fosinopril) , -f ^ 
;K o W^U;k^X^^yu;KmoexiprilK^:/U;KquinaprilK 
5 *t^'J59b (quinaprilat) , 7 5 711/1/ (ramipril) > ^U>F:/U/]/ 
(perindopril) , ^U>HD^U;P (perindropri) , *-^U;V (quanipril) , 
*fc?77U/l/ (spirapril) , 5^ fcyj/l' (tenocapril) , h^> F^U/l/ 
(trandolapril) , V7x.J7V)V (zofenopril) igcD7>i^'x>>'>^i« 
#aaflK;5)^-^/tMJ5y b (omapatrilat) > # r^+r HJ /V (cadoxatril) , 
10 X# F HJ/k ^^-->HhU;Kfosidotril),+J->/1hU^^ b (sampatrilat) > 
AVE7688, ER4030 <P© *'&X > F ^73^ — if IfiW&I ; 6)^V*-fe>^> 
(tezosentan) > A308165, YM62899 #©X> F-feU >7>^^-X h ;7)fcF7 

#>^i3-;v*>, xyoi^;v^>> -i)V^)V^>. a+h/i^>* ^5Mi-;^ 

15 Xpratosartan), ^Vlf/l^Xtasosartan) , 7^]/5+r7l/^Xtelmisartan) , 
/t;l/+r/l/^>> EXP-3137> FI6828K, RNH6270 ^©T>> ? ^-^>>'>' II ; 

DyA- ; 10)5 i 7 > /^>, ^fc^/l/ (urapidil) , ^77^X ^V^>. 
HJ7^>X F3r1^/v'>, t7hk!^K -f>r*75>\ WHIP164> XEN010 
20 ^Oa l^D*/*- ; ll)n7x + >'^> (lofexidine) , f7*~5?>. 
(tiamenidine) x t+V-^> (moxonidine) , U WXv*> (rilmenidine) > 
97 J^TsX (guanobenz) mOa 273-7. h ; 12)7 )W7><TU>mmM^& 

±IB mmmm il/TH l)A'nir^> (paroxetine) , vMtt 

25 (fluoxetine) , 7 ;n >:7;V7 5 > (fenfluramine) , ^/l/sl^U*^ > 

(fluvoxamine) . -fe/H*7U> (sertraline) > -f5 7*7 5>^©5HT("feO 
h~ » — Bi.#^J ; 2)GW320659> rv^'X ^^77A 

(talsupram) , yS7x>-»^o;;VXb!^7U >h7>X^— BB#SI ; 
3) iJtt/Of (Sanofi Synthelabo) , SR-147778(Sanof i Synthelabo) , 
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BAy-65-2520(/t<x;i/), SLV-319 (V;V^-f ), -€-©ffiUSP5, 532, 237, USP4, 973, 587, 
USP5,013,837, USP5, 081, 122. USP5, 112, 820, USP5, 292, 736, USP5, 624, 941 , 
USP6,028,084, W096/33159, W098/33765, W098/43636, W098/43635, W001/09120, 
W001/96330, W098/31227, W098/41519, WO98/37061, W000/10967, W000/10968, 
5 . W097/29079, W099/02499, WOOl/58869, W002/076949, W001/64632, W001/64633, 
W001/64634, W003/006007, WOO3/007887 R^EP-658546 fcWj^ffr&fW©* 
fcV-T F 1 g^4fc 1 (CB-l) 7^^h/^f>^-X7^h; 
4)TO01/87355, W002/08250 ^^H^-&^©^l/U>T>^^nXh ; 5)^ 

^^^b*, 3- (i H-r^^v— ;v-4 — r;io yptfji/ n- k>t-jw 

10 K #P^>:/ntfyh (clobenpropit) , 3— F:7x>:7n tfy K -f 

tyD^r'>7i>, GT2395, A331440, W002/15905 Kl&l^ffr&'BK 0-[3-(lH--T5 
;W ^ n / W # — — K fc!1 7 >^fH 3 >^ ^ X 

XhCLazewska, D. et al., Pharmazie, 56:927-32 (2001), ^>y^ai7>MS 
#:(Sasse, A. et al., Arch. Pharm. (Weinheim) 334:45-52 (2001)), ©I&N-:7jc 

15 x;i/# — /t*— MReidemeister, S. et al., Pharmazie, 55:83-6(2000)), 

3^>:7;r>itS#(Sasse, A. et al., J. Med. Chem. .43 :3335-43 (2000)) ^CDb 
X^5>(H3)7>^X Y/< >A-^7^X h ; 6) T-226296 (Takeda) , 
SNAP-7941 (Synapt ic) , ^-(Dffil WO01/82925, W001/87834, W002/051809, WO02/06245, 
WO02/076929,WOO2/076947,WOO2/04433,WO02/51809,WO02/083134, W002/094799, 

20 W003/004027 2001-226269 -^fc|IS?^<Dfc^3^<DMCH- 1 R7>^^ 

-X h ;])MCH-2R7^h/7>^^Xh ; 8) 3 - £ n 

p_ 5 _ d_ ( 6 _ [ 2 - (5-x^;w-4-^ ^;p-^t \A-;w2—r ;w -x^;w -4-^;i/^ u x 
;l/ _ 4 _^ ;v-tr ij >?>-2-f )V7 5 y ) -x^;W 7 xx;i/| #;wt5 >m-f v y D tf 

jH^fJV, BIBP3226, BIB03304, LY-357897, CP-671906, GI-264879; 
25 USP6001836, W096/14307, W001/23387, WO99/51600, W001/85690, W001/85098, 
W001/85173 ~Bl& W001/89528 \zmmit^^<DN P Y 1 7 3 XT. h ; 
9)L-152804, GW-569180A, GW-594884A, GW-587081X, GW-548118X, FR235, 208, 
FR226928, FR240662, FR252384, 1229U91, GI-264879A, CGP71683A, LY-377897, 
LY366377, PD-160170, SR-120562A, SR-120819A, JCF-104, H409/22, ^<£>{& 
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USP6,140,354, USP6, 191, 160. USP6, 258, 837 > USP6, 313, 298, USP6, 337, 332, 
USP6. 329, 395 , USP340, 683 , USP6, 326, 375 , USP6, 329, 395 , USP6, 337, 332 , 
USP6, 335, 345, EP-01010691, EP-01044970, W097/19682, WO97/20820, W097/20821, 
WO97/20822, W097/20823, W098/27063, W000/107409, WO00/185714, WOOO/185730, 
5 WOOO/64880, WO00/68197, WOOO/69849, WO01/09120, W001/14376, W001/85714, 
WO1/85730, TO01/07409, W001/02379, WO01/02379, W001/23388, W001/23389, 
W001/44201, W001/62737, W001/62738, W001/09120, W002/20488, W002/22592, 
W002/48152, W002/49648, W002/094789 %.Z$ Norman et al., J. Med. Cnem. 
43:4288-4312 (2000) tiS©^tl^0NP Y 5 T>^:?-X h ;10)t:bMl 
10 ^.l/^XPEG-OB, Hoffman La Roche), IM^f t-Jl'V^>(7A^ » 
m<DU7^> ; 11)USP5, 552, 524, USP5, 552, 523, USP5, 552, 522, USP5, 521, 283, 
W096/23513, W096/23514, W096/23515, W096/23516, W096/23517, W096/23518, 
W096/23519MW096/23520 ^IB^{b'&^OVy^>g|S^ ; l2)^)V^y^> 
(Revex mmmm) , 3 - * h^^V h V*V >, -^D^ V >, V V*V >, 
15 WO00/21509 (Dm^it^mm(D^\f.^ h7>^^X h ; 13)SB-334867A, ^£<D 
ffiWOOl/96302, W001/68609, W002/51232, W002/51838 &.M003/023561 \zm^it 
^(DtV+'»7>^^Xh ; 14)^>^-»^^+f-^^^3T3f- 
; 15)AR-R15849, GI-181771, JMV-180, A-71378, A-71623, SR-146131, ^(D 
m USP-5739106 \zM7ik4k&y!)m<DUU>>7. b^~>A (CCK-A) T3f~X h ; 
20 16)GI-181771(Glaxo-SmithKline), SR146131 (Sanof i Synthelabo) , ^tf^^T 
H (butabindide) , PD170, 292, PD149164( 7 r <i if — ) CNTF(ciliary 
neurotrophic factors) ; 17)axokine(Regeneron),^<E>ffcW094/09134,W098/22128, 
W099/43813 \zM^<nfc&m^<D Cm¥MMfcl\S)MlM.'\*'V'UV Xhexarelin), 
MK-0677, SM-130686, CP-424,391, L-692,429, L-163, 255, USP6358951, 7* U 
25 ##ffrffcriiii#-*t 2002/049196, 1^ 2002/022637, WOOl/56592, WO02/32888 \Zffl 
S©ft^(D^*^ : E>^MS#7^^ h ; 19)BYT933,DPCA37215, IK264, 
PNU22394, WAY161503, R-1065, YM348, ^-<7)ffi USP3, 914, 250, W002/36596, 
W002/48124, W002/10169, W001/66548, W002/44152, W002/51844, W002/40456 & 
tf W002/40457 \Zfflm<Dit&y!)%£<D±U y->Vtt$— 2 CTzi'T, h ;20) ;* 
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V J 3 > 3 g^#7 X h ; 21) CHIR86036 (Chiron) , ME-10142 , 
ME-10145 (Melacure) , ^0)% W099/64002, WO00/74679, W001/991752, W001/74844, 
W001/70708, W001/70337, W001/91752, W002/059095, W002/059107, WO02/O59108, 
W002/059117, W002/12166, W002/11715, W002/12178, W002/15909, W002/068387, 
5 W002/068388, W002/067869, W003/007949 ~BlXS W003/009847 \zm^Oit^^<D 
;3JVf>4^7^X h ;22) z/Z? h ^5 XMeridia ^mM^ 
/Reductil Rtf ^<Dm USP4, 746, 680, USP4, 806, 570 , 

USP5,436,272 , 7 ;* U # ftWf? iHmm^ 2002/0006964, W001/27068 

10 (dexfenfluramine) , 7MI/f > (f luoxetine) , ^r<Dm USP6, 365, 633, 

W001/27060S:^W001/162341 \Zfflm<D±U h — >SStt)&»fi*SI;24) if)Vft^ 
>m^y*?- P l (glucagon-like peptidel) 7p*~X h ;25) h fcf ^ ;* — h 
(Topiramate) (Topimax gfiftfll) ;26) y J hy 7-M\&% 57(phytopharm) (M 
CP644, 673);27) 7^^)VC o A ft )V i$ * is y — if 2 (ACC2) 
15 n ; 28) AD9677/TAK677 (* B *ii/EfflIS) , CL-31 6, 243, SB418790, BRL-37344, 
L-796568, BMS-196085, BRL-35135A, CGP12177A, BTA-243, W427353, h Vft F U 
> (Trecadrine) , ZenecaD7114, SR59119A, ^(Dtifc USP5705515, USP5451677, 
W001/74782 Rt£W002/32897, \zm^it^W<D /3 7 Y W"U >U±y°&— 3 Trf 

- x h ; 29) v>7 u -fe o — ;vr ~>;v h7>x7x ^— if 1 mmm ; 30) 

20 U -fe P — )V7 h y >X y x ^ —if 2 ; 31) ft)VV~ > (Cerul enin) , 

C75 4g©ji&j»ife'&^ia*sy ;32) y << u >. ^>h^->^w 

(pentoxifylline) , Ifyj^-X h (zaprinast) , ^5*^*7^^ (sildenafil) , 
75 >jy> (amrinone) , 5;VU / Xmilrinone) , H (cilostamide) , 

Dfcf^A (rolipram) , R^n^^xb (cilomilast) ^©^Xtf^XX-r- 
25 ^— ifm^J;32)KB-2611(KaroBioBMS), ^Oi W002/15845, #PB 2000-256190 
\zm^<Dit^mm<DD--( P< r 5 *;^^ h ;33) 7^f ^ — 

4- [(E) -2- (5, 6, 7, 8-5 1 h 9 b H P-5, 5, 8, 8-t- h 9 ^5=-;W2-^7^ 
p^-;W5fe&#&(TTNPB), l^^^f y (retinoic acid) , J£<D®, W099/00123 
(CH^O^#J^OD7^ ^Xy^l? (phytanic acid) ;34) ^l/rt-f ;WXX hP>, 
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^•(D-ftfedel Mar-Grasa, M. et al., Obesity Research, 9:202-9 (2001)^H^(D 

h;36)BVT3498, BVT2733, -€-<£>tffi WOO 1/90091, W001/90090, W001/90092 CPB^b 
11-/3 kFD^rO'f h'TtHn^t- ■tfiafifflH;37)^f7U 

5 ;Wc o ABKISfn^J 1 MF5W(stearoyl-CoA desaturase-1) ;38) -f VD-f > / >5 1 7' 
V^US^H (isoleucine thiazol idide) , >t!a U H (valine pyrrolidide) > 
NVP-DPP728,AF237,P93/0KTSL225,TMC-2A/2B/2C,FE99901UP9310/K364,VIP0177, 
SDZ274-444, J£<Dm W003/004498, W003/004496, EP1 258476 , WO02/083128. 
WO02/062764,WO03/O00250,WO03/0O2530,WO03/002531,WO03/002553,WO03/002593, 

10 W003/000180 WWO03/000181 \Z.m^<Oit^m^<D-J^^J)V^^—^f. IV 
ia#^J;39)xh^t FoU^^Xorlistat/Xenical SttftiftttD* TritonWR1339, 
RHC80267, U^a'fX 5V-t?-#X> (tea saponin) , ^X^;W >^ U 7 x 
U;l/2ftX:7x— b (diethylumbelliferyl phosphate) , FL-386> WAY-121898, 
Bay-N-3176, /V)^9h> (val i lactone) , XX7^5/>(esteracin), X^ 

15 ^b>A (ebelactone A) , X^#b>B (ebelactoneB) , RHC80267, J£<Di& 
W001/77094 , USP4,598,089 , USP4, 452, 813 , USP5, 512, 565 , USP5, 391, 571 , 
USP5, 602, 151, USP4, 405, 644, USP4, 189, 438 Rtf USP4, 242, 453 \zmm<Dik&m 

^(D U A— vmmM ; 39) Itltem b 7 >x#— *-Mf»J ; 40) s?*;^*^ 1/— b 

h^>X^-^E^J;41)^;i/3--Xb^>X^-^-ia#^J;42)*:X>'x--b 
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io n- {2- [-rvypbf;v y^y] -iH-^>x-f$^/-;i/-6 

—oh -3- [4- (>>u^;^p^^;i/) 2_^=M zftmyr^w mm 

(1) 2-^nn-6--hn^>X^5^7-;v (5. oog) ©Wt> 

(5ml) B»*fcN— - TV7 p ntf;V^^;i'T^> (20ml) *iP^., 
13 0tTl 5Hr«lfc. R«*E£?frS!«, *&JD^> H^X^MCTjftffi 

$mtt&m o. 5 5g) 

1 H — NMR (2 0 0MHz, CD30D, <5 p pm) : 1. 26 (6H, d, 
J = 6. 6Hz), 4. 37 (1H, septet, J = 6. 6Hz), 7. 2 
20 1 (1H, d, J = 8. 3Hz) , 7. 9 6-8. 0 5 (2H, m) . 

(2) mmmi- (i) T#e»nfeN- {2- wvya^ <*^;» r^y 
] -6--ha-iH-^>X-i'5^/-;i' (1. oog) <D*?y— )V (30 

ml) j»»t^2 0%7X^bA°7^^A-^m (2 0 0mg) 

Tt?5i^M«^bfc. Kj&sfts-fe^'T harass j*tt&«jBET$ftH&bfc. #e>n 

25 fc6-75;-N- {2- KV^dHJV (*5\H0 757] -1H-^>XV 
S^/-;i/fti>nD#M (15ml) fcjgfllU b UXfJV75 > (1. 8m 

l) Hic3- [4- (h'J^^tn^^W 7x-M 7utt>Wt ( 

9 3 0mg) SriP*., ^T2-^DD-1, 3-^*^;i/~2 — f5^/'J^ 
^D7^fH (2M ^DDMMWI, 2. 6ml) SrMTbfeo SfiTf 
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&y'j*y;v*7A^n > ?h^77^- (^^/-^/stxf;v=i/i o) 

ictHHRU X— 5 t ;i'T^bT*»fl5'&* (1. 0 0g) £#fc„ 
*H — NMR (4 0 0MHz, DMSO-d6, (5 p pm) : 1. 14 (6H, 
d, J=6. 8Hz) , 2. 62 (2H, t, J = 7. 6Hz) , 2. 84 (3 
H, s), 3. 00 (2H, t, J = 7. 6Hz), 4. 42 ( 1 H, m) , 6. 
96 (1H, d, J = 8. 4Hz) , 7. 01 ( 1 H, d, J = 8. 4Hz) , 
7. 48 (2H, d, J = 8. 1Hz) 7. 55 (1H, s) , 7. 64 (2H, 
d, 8. 1Hz) , 9. 6 9 (1H, s) . 

mmm2 

N- (2- \2 - (kFD^^) -l-tfns?x;i/] -1H-^>XV$ 
W _ ;l/ _ 6 — nV ) -3- [ 4 - (hU7MD^^l/) Z^ik] ^PA°> 

(1) 6 --Fn-2-^DU^>X-f5^;-Jl' (5. 0 0 g) ®7th- b 
U;V (150ml) , T-feh> (50ml) 4 / tfU 
> (3 0 0mg) R^-tert-^;^*— b (6. 0 g) 

«JE*S«U^ft^»<0ffl'&4& (5. 5 0g) 

(2) 20609 2- (1) T?#5tifc tert-^;V 2 -#on- 5 --hn- 1 
H-^no^>X-f5 1 -^;i/^v-l/-b,tert-^;V 2-#P 
p- 6 -ZhO-lH-^DD^>X^f5^/-;l/- 1 -*M^">l/-hi^ 
% (4 0 0mg) Wtt^ry (3 0ml) U #A (7 4 0mg 

) 1 2 - 1 f i/^^vifD u > j >fiii ( i . o 9 g) ^jp^., 1 smmm 

JUtS-* (3 0 Omg) Srttfec 

X H — NMR (4 0 0MHz, DMSO-d6, fippm) : 1. 91-2. 0 
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7 (4H, m) , 3. 4 4-3. 60 (4H, m) , 4. 0 0-4. 0 5 ( 1 H, 
m), 5. 08 (1H, s), 7. 22 (1H, d, J = 7. 8Hz), 7. 8 
3 - 7 . 9 2 (2H, m) . 

(3) mmm2- (2) -e#e>n^2- [2- (bFa^^^w -i-trn 
5 >*-;i/] - 6 --hu- iH-^>x^f^^;-Mffl^ m&mi- (2) t 

1H-NMR (4 0 0MHz, CDC 1 3, 6 p pm) : 1. 6 0-1. 7 0 ( 
1H, m), 1. 90-2. 00 (2H, m), 2. 02-2. 15 ( 1 H, m 
), 2. 64 (2 H, t, J = 7. 2Hz) , 3. 10 (2H, t, J = 7. 2 
10 Hz), 3. 44-3. 68 (3H, m) , 3. 73-3. 80 (1H, m) , 
3. 9 3-4. 0 2 (1H, m) , 6. 82 (1H, d, J = 8. 0Hz) , 6. 
98 (1H, d, J = 8. 0Hz) , 7. 34 (2H, d, J = 8. 0Hz) , 
7. 5 2 (3H, d, J = 8. 0Hz) . 

is 4- (4-^;i/^-p^x^;v) -N- {2 - [-fy^Ptfji/ y^y] 
it 

(1) nnmi - (1) T#e>nfcN- {2- i>r vr/ntf^ (y^;i/) y^y 

] -6--hO- 1H-^>XV5^7-;V (2 8 Omg) ©fh7kHn77 
20 > (5ml) ^^4-^^^1/75 7 tf US?> (1 7 6mg) > S^-tert-^ 
•;]/>>;*7— #*~h (3 9 lmg) S1T3. 5B#IHH*#b;fc. 7K£Sn;St, 

^•tf->/f^X^;V=l/4) fcTtt«U tert-^fr N- {2- 

25 Ptf;i/ (y^;v) r^y] -5--ha-iH-7Da^>xW5^y-^-i 
-#;i*^>w-K tert-^;i/ n- {2- wv^n^v (tWU) T^/ 

] - 6 -~ hd- 1 H-ZUWOX-i 1 h<DM 

&m (4 2 9mg) £#fco 

(2) #£>ftfc tert-^;U N- {2- HVT'DtJV (*3\)W T^y] - 
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5 -~ ha- 1 H-^PD^>X^f5^/-Jl/- 1 -ft)VT$*ri/V— K tert- 

N- {2- WV^D^ (pWV) - 6 hD- 

PU^>X-T5^/— ;V- 1 -^;V#^rv-l/— Vm&W (4 2 9mg) <d*&; 

-)v (5mi) mmz.2 o%7mikrt7i?vi±-mk usomg) m. 

bfeo #^nfcli^^nn*JVA (5ml) te»#U hfU>>> (0. 29m 
1) £jta;L, ^T7ai-;V^Dn^;i/^-h (0. 3 0ml) ^TUfco ^ 

(y^;v) 75;] - 5- c (7x;^^i^^w y^y] -ih-ox 
-r^^y-;!/- i-^;^^v-i/-h> tert-^;i/ 2- mv^u&v (y^ 
;v) r^y] -6- [ (7iy+^>*^w 75;] - ih-^>x^5^ 

15 1 (4 3 Omg) £#fc 0 

(3) #e»nfe tert-y^;v 2- i>rv:/ntf;i/ (y>^;i/) r^y] -5- [ 
(7i7+^M-iW - ih-^>x^$^/-^- 1 

v'lx- K tert-^;U 2- Mv7°u¥)l> i^M T^y] -6- [ (7 x. 
S ^z/tl 757] - 1 H-^>XV 5^/-;V- 1 - ^JJ^v'l/- 

20 b<D*g^% (15 7mg) <Z)S7UU-fc)V& (3ml) »jft^4- (4-7)V3rU 
73L-)V) tf^U^V^^ (7 6mg) , hiJXW5> (0. 16ml) 
£in;L, 6 0'CTl. 5B#P«^b7co KmWi&tfi%l'&. 7K£#n*-> ^nn*;i/ 

tco mmm^m&rmw^ #&n^s§7°i/n7T^7*TLc e\*+h>/ 

25 StX^V=l/9) ttlflLfco #6tlfe'fk^^hU ^;i/^D^m (2m 

hu^A^T^urco mmm^msrfmm^ t'w^t^tlc (y^y 

-^DD*Jl/A=l/9) fcX*SMb^M{b^ (llmg) £#fc„ 
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1H-NMR (3 0 0MHz, CD C 1 3 , fippm) :0. 95-1. 11 ( 
6H, m) , 1. 49-1. 71 (2H, m), 1. 73-1. 91 (2H, m 
), 1. 73-1. 91 ( 2 H, m) , 2. 57-2. 73 ( 1 H, m) , 2. 
76 (3H, s) , 2. 77-3. 01 (2H, m) , 4. 2 0-4. 44 (3 
5 H, m) , 6. 73-6. 88 ( 1 H, m) , 6. 87-7. 15 ( 5 H, m) , 
7. 19-7. 21 (1H, m), 7. 28-7. 48 (1H, br. s). 
mffiM4 

n- {2- uv^u\±yy {*±M T^n -lH-^>X-f$^;"JV-6 
Z^ikl -N-^5MI/~ 5 - [4- (h'J7MP^f;V) y^—)V] -1,2, 

(1) mmmi- (2) T*#enfc6-7sy-N- {2- H-y^nt^v u 
T^y] -ih-^>xV5^/-;v (3 4 omg) ®fh7kHn77 

> (12ml) »«Kh'JX^75> (0. 5 2ml), 4-^W5y 
tfU> ? > (14 9mg) > tf^— h (5 8 7mg) £;&aA. 

nfe^& u * 7^^D-7h^7-<- >/six?;i/= i / 
i) kthmbu teit-7^)i 5- c (t-^b^^;i/^xi;i/) t^/j -2 

- Ky^awi/ (*^;v) 75/] - iH-^>x-f5^/-JV- 1 

20 K tert-^;P 6- [ ( t -zt h^Xfrtf—M T^/l -2 - [ 

^V7 , dwv (^.^;i/) 75;] - 1 h-^>x< 5 1 

V—hom^m (2 6 8mg) 

(2) #e»nfe tert-^;v 5- [ (t-^h+^j^w 7^y] -2 

- [-i'v^ , ptf;v (^^;i/) T^y] - iH-^>X-<5^y*-;i'- 1 

25 ^w-K tert-^;v 6- [ ( t - ^ h^->7j;i/^x:;w) T$y] -2 - [ 
-fy^ntr;!/ 75;] - 1 h-^>^ 1 

l/— h©^% (2 6 8mg) CD^fMM75H (6. 6ml) 
^Ta^b^^;!/ (0. 4 3ml) , -fcmfclr h U <7A (60%it; 149 
mg) Sin*. 2B3IHI!*#bfc. TkSriQx., MfcX^VKrCJSIilU 
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mv tert-^;w 5- c (t-^h*s/*;i/#=;v) (75P;i/) 75;] -2 
- wv?u\f.)v (*9\>w 75;] - 1 H-^>x-r 1 - 

3 -2- wv^dw (t^w 757] -ih-^>x^5^7-;p- i - 

*;V#^F5/W— h©jg-&* (2 0 7mg) £#fc„ 

(3) #e>nfe tert-^;v 5- [ (t-^h=¥^;^-;v) 7 
57] -2- [-rv^Dtf;i/ (7^;W 757] - ih-^>x< 5*v-;i/- 

10 1 -^l/tf^W-K tert-^;P 6- [ (t-^b^*^— ;W (7^ 

;io 757] -2- [-ryyatf;i/ (7^;v) 757] - ih-^>x-t 5^7 

! (2 0 7mg) ShU7MnfK (2m 
1) 3. 5P#lffl«#b;fc. R^StC4N-NaOH7K»«t*in^.7;V 

15 fc^HJtfAfcTftMkU ifttf^ (1 1 7mg) &fi&. #&nfe75>^ (6 
lmg) *^7>?;i/*;^75 H (2. 5ml) fci^U (6 1m 

g) , WSC-HC1 (6 7mg) > HOB t • l7K?n#J (4 7 mg) , IfcBbk* 
^hU^A (7 9mg) MT1 5B#Mfll#b;fc. zK&Un^., @t&X^ 

20 filSiffTtm ^l/A7f^TLC (7^7-;i//^OD^;UA=l 
/9) fcTSMHU mmtt&* (3 4mg) 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 11 (6H, 
d, J = 6. 9Hz) , 2. 29 (3H, s) , 3. 45 (3H, s) , 4. 4 
1 ( 1 H, septet, J = 6. 9 H z ) , 6. 75-6. 88 ( 1 H, m) , 
25 6. 9 7-7. 0 7 ( 1 H, m) , 7 . 1 2 ( 1 H, s) , 7. 88 (2H, d, 
J = 8. 4Hz) , 8. 05 (2H, d, J = 8. 4Hz) . 

]XT<D$mm5~4 mmmi- (2) -vm^it3- [4- (HU7;^ 
d7^;i/) 7x-jh 7utt>n&ffiu<D{£&to\zttjttzmw\zmz.* 
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n — (2- [<<v7u\Z)V 72 -ih- ^>^s^;-;v-6 

->TJH -3- T5- (HJ^I/frP^JU) -2-^ U^-;i/1 ^D/1>7S 

Ji 

5 1H-NMR (3 0 0MHz, DMSO-d6, 6ppm) : 1. 24 (6H, 
d, J = 6. 6Hz) , 2. 85 (2H, t, J = 7. 3Hz) , 3. 03 (3 
H, s) , 3. 18 (2H, t, J = 7. 3Hz) , 4. 33 ( 1 H, m) , 7. 
28 (1H, d, J = 8. 7Hz), 7. 36 ( 1 H, d, J = 8. 7Hz), 
7. 59 (1H, d, J = 8. 3Hz) , 7. 90 ( 1 H, brs) , 8. 14 

10 (1H, d, J = 8. 3Hz) , 8. 88 ( 1 H, s) , 10. 30 ( 1 H, s 
) . 

mmme 

N- i 2 - \± v y P ( ;* £2k) 75/1-1 H-^ >X-f 5 gVnfrz 6 JH - 2 
-{[5-(bU^;V^-P/^V)-2-fcfU> ? ^1^'»7-fa:hT$ F 
15 'H-NMR (4 0 0MHz, DMSO-d6, 6ppm) : 1. 20 (6H, 
d, J = 6. 8Hz) , 3. 17 (3H, s) , 4. 40-4. 43 ( 1 H, m 
), 4. 98 (2H, s), 7. 00-7. 16 (3H, m), 7. 31-7. 
42 (1H, m) , 8. 05-8. 12 ( 1 H, m) , 8. 55 (1H, s), 
9.9 0 (3H, s) , 11. 0 3 (1H, s) . 

20 mm i 

n- (2- H-yyntf;!/ oaik) 75/1 - ih-^>xW5^/-^-6 

^QW -3- f6- (HJ7MP/^) -3-HU^n;i/] ya/^>75 
Ji 

1H-NMR (3 0 0MHz, CD30D, 6 p pm) : 1. 24 (6H, d, 
25 J = 6. 6Hz) , 2. 73 (2H, t, J = 7. 3Hz) , 2. 93 (3H, 
d) , 3. 13 (2H, t, J = 7. 3Hz) , 4. 47 (1H, m) , 6 . 9 
7 (1H, d, J =8. 5Hz), 7. 10 (1H, d, J = 8. 5Hz), 7. 
51 (1H, s) , 7. 73 (1H, d, J = 8. 0Hz) , 7. 94 (1H, 
d, J = 8. 0Hz) , 8. 6 3 (1H, s) . 
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(E) -N- (2- LjygDjfjk (*±ik) T$y] -lH-^>X-f$^7 
^^-6-^;^} -3- (i-^y-i. 3 -^h FP~ 2-^/77>~ 

5 X H-NMR (4 0 0MHz, DMSO-d6, 6 p pm) : 1. 13 (6H, 
d, J = 6. 8 H z ) , 3. 29 (3H, s ) , 4 . 41 ( 1 H, septet, 
J = 6. 8Hz), 5. 44 (2 H, s) , 6. 98-7. 15 (3H, m), 
7. 60-7. 90 (5H, m) . 

io n- {2- j>fy:/ntf;v (*^)V) - 1 h-^>xv$ 6 

— f;w - 3- (4-^ b^r->^3in;v) yp/i>y^H 

1 H — NMR (4 0 0MHz, DMSO-d6, 6 p pm) : 1. 20 (6H, 
d, J = 6. 8Hz) , 2. 50 (2H, t, 3 = 7. 2Hz) , 3. 00 (2 
H, t, J = 7. 2Hz) , 3. 28 (3H, s) , 4. 41 ( 1 H, sept 
15 et, J = 6. 8Hz) , 6. 81 (2H, d, J = 5. 2Hz) , 6. 91- 
6. 98 (2H, m) , 7. 14 (2H, d, J = 5. 2Hz) , 7. 63 (1 
H, s) , 9. 6 3 (1H, s) . 

mmm i o 

n- (2- [-ryyptf;!/ i^)V) xs-y] -iH-^>x-fs^/-^- 6 

20 zzl iM ~ 3 ~ [3-7MP-4-^h^>7x^;V] ^P^>T$ K 

X H — NMR (4 0 0MHz, DMSO-d6, fippm) : 1. 13 (6H, 
d, J = 6. 4Hz) , 3. 28 (3H, s) , 3. 86 (3H, s) , 4. 4 
1 (1H, septet, J = 6. 4Hz), 6. 69 ( 1 H, d, J = 14. 
8Hz), 7. 02-7. 21 ( 3 H, m) , 7. 45 (1H, d, J = 14. 

25 8Hz) 7. 42-7. 61 (3H, m). 

mmm 1 1 

4- (2-^;i/^-a-4-tf u^~;i/) -n- {2- [^V7°Pifji/ (*^)i>) 

1 H — NMR (3 0 0MHz, DMSO-d6, 6 p pm) : 1. 27 (6H, 
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d, J = 6. 4Hz) , 3. 03 (3H, s) , 4. 21 ( 1 H, m) , 7 . 3 
7 (1H, d, J = 8. 7Hz), 7. 58 (1H, brd, J = 8. 7Hz), 

7. 6 5 (1H, brs), 7. 8 0 (1H, m) , 8. 0 8 (5H, m) , 8. 
36 (1H, d, J = 5. 3Hz) , 10. 51 ( 1 H, s) . 

5 mmm 1 2 

4- (4-7-;^n-3-tfU^n;v) -n- {2- Mv-fu\f.)V OL£2k) 

1H-NMR (3 0 0MHz, CD30D, fippm) : 1. 26 (6H, d, 
J = 6. 6Hz), 2. 96 (3H, s) , 4. 41 ( 1 H, m) , 6. 92 ( 
10 1H, s) , 7. 19 (3H, m), 7. 80 (2H, d, J = 8. 3Hz), 

8. 06 (2H, d, J = 8. 3Hz), 8. 27 ( 1 H, ddd, J = 8. 0, 
8. 0, 2. 7Hz) , 8. 53 ( 1 H, d, J = 2. 7Hz) . 

mmm 1 3 

N- (2- [£27u&k OL£2k) T^/l -iH-^>xV$^y-^-6 

15 — fjjd -4- (2-lfU$^) ^>X7$ F 

1H-NMR (4 00 MHz, CDC 1 3 , fippm) : 1. 07 (6H, d, 
J = 6. 8Hz), 2. 81 (3H, s) , 4. 26-4. 42 (1H, m) , 

7. 03 (1H, brd, J = 8. 4Hz), 7. 12 ( 1 H, brd, J = 8. 
4Hz) , 7. 20 (1H, dd, J1 = J2 = 4. 8Hz), 7. 57 ( 1 H, 

20 brs) , 8. 01 (2H, d, J = 8. 0Hz) , 8. 48 (2H, d, J = 

8. 0Hz) , 8. 71 (1H, brs) , 8. 79 (2H, d, J=4. 8H 
z) . 

mmm 1 4 

4-v-^a^v-;i/-N- {2- Llv^P^jk L*±2k) -ih-^ 
25 >X-f $^/-;i/-6— r;H ^>X7$H 

1H-NMR (300 MHz, CDC 1 3 , fippm) :0. 98-1. 17 ( 
6H, m), 1. 23-1. 5 2 (4H, m) , 1. 67-1. 9 5 (6H, m 
), 2. 42-2. 63 (1H, m), 2. 80 (3H, s), 4. 28-4. 
44 ( 1 H, m) , 6. 87-7. 04 ( 1 H, m) , 7. 03-7. 17 (1 
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H, m) , 7 . 15-7. 32 (2H.ni), 7 . 4 9-7. 6 2 ( 1 H, m) , 
7. 74-7. 88 (2H, m) , 8. 26-8. 4 3 (1H, m) . 

m&w 1 5 

n- {2- [-rvyne;!/ (*^;v) T$yi - ih-^ >xvs 6 

— fjW -4- (6-^h^->- 2-bfU^n;i/) ^>X7S H 
1H-NMR (4 0 0MHz, CDC 1 3, <5 ppm) : 1. 08 (6H, d, 
J = 6. 4Hz) , 2. 81 (3H, s) , 4. 0 1 ( 3 H, s) , 4. 36- 
4. 43 (1H, m) , 6. 70 ( 1 H, d, J = 8. 4Hz) , 7. 02 (1 
H, brd, J = 8. 0Hz) , 7. 13 ( 1 H, d, J = 8. 4Hz) , 7. 
3 4 (1H, d, 3 = 7. 2Hz), 7. 59-7. 63 (2H, m) , 7. 9 
8 (2H, d, J = 8. 4Hz) , 8. 09 (2H, d. J = 8. 4Hz) , 8. 
5 6 (1H, b r s) . 

mmm 1 6 

n- {2- Kv/Ptf;v T^yi - iH-^ >xV$^/-;i/-6 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 15 (6H, 
d, J = 6. 6Hz) , 2. 86 (3H, s) , 3. 18-3. 32 (4H, m 
), 3. 68-3. 81 (4H, m), 4. 44 (1H, septet, J = 6. 
6Hz) , 6. 95-7. 13 ( 1 H, m) , 7 . 0 1 (2H, d, J = 8. 7 
Hz) , 6. 95-7. 13 (1H, m) , 7. 77 (2H, d, J = 8. 7H 
z), 9. 68-9. 7 8 (1H, m) , 10. 96-11. 01 (1H, m). 

mmm 1 7 

N _ {2 - [^v^ntf;v (*5P;v) ys/l -ih-^>xV$^;-^-6 

-xf;W - 4- (6-*h3^>-3-g'J3?~JV) ^>X7$ F 
1H-NMR (40 0MHz, CD 3 OD, <5ppm) : 1. 25 (6H, d, 
J = 6. 4Hz) , 2. 95 (3H, s) , 3. 94 (3H, s) , 4. 32- 
4. 43 (1H, m), 6. 86 (1H, d, J = 9. 6Hz), 7. 15-7. 
21 (2H, m) , 7. 6 7 - 7. 6 9 (3H, m) , 7. 9 3-7. 9 9 (3 
H, m) , 8. 4 1 (1H, d, J = l. 6Hz) . 
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mmm 1 8 

N- (2- KV^PH^ (*<?)V) 757] -!H-^>X-fS^ /-^-6 

1H-NMR (3 0 0MHz, CDC 1 3 , <5ppm) : 1. 17 (6H, d, 
5 J = 6. 6Hz), 1. 57-1. 78 (6H, m), 2. 88 (3H, s) , 
3. 26-3. 34 (2H, m), 4. 45 (1H, septet, J = 6. 6 
Hz) , 6. 92 (2H, d, J = 9 . OHz) , 6. 8 8 -7. 0 5 ( 1 H, 
m)., 7. 19-7. 24 (1H, m) , 7. 79 (2H,d, J = 9. OHz 
), 7. 86 (1H, br. s). 

io mmm 1 9 

n- 12- H*v:/ptf;u Oj^jk) rsy] -iH-^>X-f$^/-^- 6 
— tiki -4- E (2-m^J^n^^;v) -3-tfUi?n;P) ] ^>XTS. 

Ji 

1H-NMR (3 0 0MHz, DMSO-d6, dpprn) : 1. 27 (6H, 
15 d, J = 6. 3Hz) , 3. 07 (3H, s) , 4. 37 ( 1 H, m) , 7 . 3 
7 ( 1 H, m) , 7. 52-7. 67 ( 2 H, m) , 7. 97-8. 19 (5H, 
m) , 8. 47 (1H, d, J = 8. 2Hz) , 9. 19 (1H, s) , 10. 
5 8 (1H, s) . 

mmm 20 

20 4- (2-7;i/^P-4-bfU^;V) -N- {2- MV7U\Z)V T 

5 7i - 1 h - ^ >x-r $ 6 — ow -2-ifuy>^;i/^iJ-s f 

1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 24 (6H, 
d, J = 6. 6Hz), 2. 85 (2H, t, J = 7. 3Hz), 3. 03 (3 
H, s) , 3. 18 (2H, t, J = 7. 3Hz) , 4. 33 (1H, m) , 7. 
25 2 8 (1H, d, J = 8. 7Hz), 7. 36 ( 1 H, d, J = 8. 7Hz), 
7. 59 (1H, d, J = 8. 3Hz) , 7. 90 ( 1 H, brs) , 8. 14 
(1H, d, J = 8. 3Hz) , 8. 88 (1H, s) , 10. 30 ( 1 H, s 
) . 

mum 2 1 
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5_ (4^yjv^uyx^M ~ N ~ Lgjz r^v^ptfjv ^L£2k) ysy] 

_1 H -^ >x y$yy-JV- 6 — (M -2-bfU^>^;V^-»^H 
1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 26 (6H, 
d, J = 6. 6Hz) , 3. 07 (3H, s) , 4. 38 ( 1 H, m) , 7 . 3 
5 8 (3H, m) , 7. 73 (1H, brd, J = 8. 8Hz), 7. 89 (2H, 
dd, J = 8. 8, 5. 3Hz), 8. 18 (1H, brs), 8. 21 ( 1 H, 
brd, J = 8. 2Hz) , 8. 34 (1H, brd, J = 8. 2Hz) , 9. 
0 0 (1H, brs), 10. 82 (1H, s) . 

10 N— {2- ItWuMfr 7^71 -1H-^ >xV$^;-JI/-6 

—f)l\ -5- [4- (HJ7MP^^) 7^~)V\ -1, 2. 4-^jj- 
^7^/-;i/- 3 -^j;i/^^tra H 

1H-NMR (3 0 0MHz, CD 3 OD, 5 p pm) : 1. 39 (6H, d, 
J = 6. 6Hz) , 3. 12 (3H, s) 4. 22 ( 1 H, septet, J = 
15 6. 6Hz) 7. 38 (1H, d, J = 8. 6Hz) , 7. 56 ( 1 H, dd, 
J = 2. 0, 8. 6Hz) , 7. 98 (2H, d, J = 8. 3Hz) 8. 13 ( 
1H, d, J = 2. 0Hz) , 8. 45 (2H, d, J = 8. 3Hz) . 

mm<\2 3 

n — (2- r-rv^PifJi/ ZAZJ -ih-^>x^$^;-jv- 6 

20 -- ow -3- r4- (m-7;v^-n^^) y^-M - 1. 2, 4-^ij- 

1H-NMR (3 0 0MHz, CD 3 OD, 6 p pm) : 1. 38 (6H, d, 
J = 6. 6Hz), 3. 12 (3H, s), 4. 22 (1H, septet, J 
= 6. 6Hz), 7. 40 (1H, d, J = 8. 4Hz, 7. 60 ( 1 H, dd, 
25 J = l. 2, 8. 4Hz) , 7. 91 (2H, d, J = 8. 4Hz) , 8. 13 
(1H, d, J = l. 2Hz) , 8. 38 (2H, d, J = 8. 4Hz) . 
. Hi«!l2 4 

5_ (4- y)]/ *u7 3L~)l>) -N- (2- r-fV^DHJV 7^/] 
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$mmi- (2) ^^3- [4- (hvy^a^jv) y^-jvi 

5 1H-NMR (3 0 0MHz, DMSO-d6, Sppm) : 1. 26 (6H, 
d, J = 6. 3Hz) , 3. 06 (3H, s) , 4. 35 (1H, m) . 7 . 3 
8 (1H, d, J = 8. 7Hz) , 7. 43 (2H, dd, J = 8. 9, 8. 9 
Hz) , 7. 70 (1H, d, J = 8. 7Hz) , 8. 15 (1H, s) , 8. 
33 (2H, dd, J = 8. 9, 5. 6Hz) , 9. 31 (1H, s) , 9. 3 

10 5 (1H, s) , 10. 88 (1H, s) . 

mmm2 5 

n— (2- H-y^nb?;!/ T$yl - ih-^>xV ^ 6 

-4)\A -1- [4- (h'J7JVtD^fJI/) yx.~M -1. 2, 4-hUT 

15 1H-NMR (3 0 0MHz, DMSO-d 6, <5 ppm) : 1. 15 (6H, 
d, J = 6. 6Hz) , 2. 87 (3H, s), 4. 46 (1H, septet, 
J = 6. 6Hz) , 7. 09 (1H, d, J = 8. 4Hz) , 7. 30 ( 1 H, 
d, J = 8. 4Hz) , 7. 6 8-7. 8 7 ( 1 H, m) , 8. 02 (2H, d, 
J = 8. 1Hz) , 8. 23 (2H, d, J = 8. 1Hz) , 9. 63 ( 1 H, 

20 b r . s ) . 
mMM2 6 

3 - (2-y)V^uyaL=i)l) -N- {2- [-fV^DHJI/ 7^/] 
-lH-^>^$^-6- OH -1. 2, 4-**W7V-)\<-5 

if 

25 1H-NMR (3 0 0MHz, DMSO-d6, 6 p pm) : 1. 20 (6H, 
d, J = 6. 6Hz), 2. 95 (3H, s), 4. 55 (1H, septet, 
J = 6. 6Hz), 7. 08-7. 33 ( 1 H, m) , 7. 45-7. 58 (1 
H, m), 7. 83 (1H, s), 7. 98-8. 1 0 (1H, m) , 9. 13 
(1H, b r . s) . 
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mmm 2 7 

s_ (a-7MP7i^) -n- {2- [rfv^p gik c**^) x^y] 

5 1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 22 (6H, 
d, J = 6. 6Hz), 2. 97 (3H, s) , 4. 55 (1H, septet, 
J = 6. 6Hz) , 7. 0 9-7. 3 3 (4H, m) , 7. 41-7. 54 (1 
H, m), 7. 76-7. 95 (3H, m), 9. 0 4 ( 1 H, br. s). 

mmm 2 8 

10 3- (4-7^P7xZJP) -N- {2- HlV^P^jk 757] 
-lH-^>X^^^/HV-6- QW -1. 2, 4-W^7^-5 

1H-NMR (3 0 0MHz, DMSO-d6, 5ppm) : 1. 15 (6H, 
d, J = 6. 6Hz), 2. 87 (3H, s), 4. 46 (1H, septet, 
15 J = 6. 6Hz) , 7. 12 (1H, d, J = 8. 4Hz) , 7. 32 ( 1 H, 
d, J = 8. 4Hz) , 7. 3 8- 7. 5 5 (2H, m) , 7. 59-7. 82 
(1H, m), 8. 09-8. 30 ( 2 H, m) , 1 1. 00-11. 32 (1 
H, m) . 
MMM 2 9 

20 n— (2- [rLZZmfik ZAZJ - ih-^> xv$^/-;v- 6 

— r;l/} _ 5 - [ 4 - (hij^;i/^a^^;i/) yx.~M -l. 3, 4-^iJ- 

2ZV=2k= 2 -ftjufrfr-ffs if 

1H-NMR (3 0 0MHz, CDC 1 3, <5 ppm) : . 1. 21 (6H, d, 
J = 6. 0Hz), 2. 97 (3H, s), 4. 54 (1H, septet, J 
25 =6. 0Hz),7. 08-7. 32 (2 H, m),7. 70-7. 89 (1H, 
m) , 7. 80 (2H, d, J = 8. 4Hz) , 8. 27 (2H, d, J = 8. 
4Hz), 9. 0 3 (1H, b r. s) . 

mmm s o 

3- (3, 4-*?yfr*uyx.~)V) — N — f2- l<<V~7u\Z)), (**)V> 7 
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1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 02-1. 2 
3 (6H, m) , 2. 80-2. 97 (3H, m) , 4. 36-4. 61 (1H, 
5 m), 7 . 05-7. 18 ( 1 H, m) , 7. 23-7. 49 ( 1 H, m) , 7. 
57-8. 19 (4H, m), 1 1. 08-11. 27 (1H, m). 

mmm 3 1 

fi- (4-^JV^-a^xn;i/) -N- (2- r^v^abf;!/ (*±ik ) ZAZJ 
_ 1H _^ > x-r^^/-;v-6— r;vi -3-hu^>#;w^m*^ h 

10 1H-NMR (4 0 0MHz, CDC 1 3 , <5ppm) : 1. 08 (6H, d, 
J = 6. 4Hz) , 2. 81 (3H, s) , 4. 2 8-4. 46 (1H, m) , 
6. 98-7. 09 (4H, m) , 7. 41 (1H, brs), 7. 58 (1H, 
d, J = 8. 0Hz) , 7. 89 (2H, dd, J = 8. 4, 5. 6Hz), 8. 
21 (1H, brd, 3 = 7. 2Hz) , 9. 14 (1H, s) , 9. 48 (1 

15 H, b r s) . 

mmm 32 

3- (2. 4-S?7MD7x^) -N- (2- IVV^Ptf^ O^ik) Z 
5/1 -lH-^>XV$^/-^-6— jjW -1- 2. 4-^ tj-^T^- 
;]/-5-^3;V^^$ H • 
20 1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 16 (6H, 
d, J = 6. 6Hz), 2. 87 (3H, s), 4. 46 (1H, septet, 
J = 6. 6Hz) , 7. 12 (1H, d, J = 9. 0Hz) , 7. 32 ( 1 H, 
d, J = 9. 0Hz), 7. 33-7. 42 ( 1 H, m) , 7. 54-7. 78 
(3H, m), 8. 12-8. 26 (1H, m), 11. 00-11. 29 (1 
25 H, m) . 

mmm 3 3 

N- {2- H-y^n^Jl/ (*rP;V) 7=171 - 1 H-^>X-T $ #*S-)V- 6 

-^r;w -5-^^-1- [4- (m^;i/^-p^^;w) 7xrjn -ih- 
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1H-NMR (3 0 0MHz, CD 3 OD, fippm) : 1. 2 8-1. 42 ( 

6 H, m) , 2. 59-2. 68 ( 3 H, m) , 3. 04-3. 13 ( 3 H, m 
), 4. 12-4. 28 (1H, m) , 7. 30-7. 46 (2H, m) , 7. 

7 0-7. 8 0 (2H, m) , 7. 8 4-7. 9 5 (2H, m) , 8. 00 (1 
5 H, br. s) , 8. 26 (1H, br. s) . 

mmm s 4 

n- {2- HLVgn_g2k -ih-^>xV$^/-^-6 

-5-7xnJl/-3-tfU^>^j;V^U-5F 
1H-NMR (40 0MHz, DMSO-d6, <5ppm) : 1. 17 (6H, 

10 d, J = 6. 4Hz) , 2. 88 (3H, s) , 4. 40-4. 49 ( 1 H, m 
) , 7. 09 (1H, d, J = 8. 4Hz) , 7. 23 ( 1 H, d, J = 8. 4 
Hz), 7. 46-7. 54 (3H, m), 7. 72 (1H, brs), 8. 1 
1 (1H, d, J = 8. 4Hz) , 8. 16 (2H, d, J = 7. 2Hz) , 8. 
36 (1H, d, J = 7. 2Hz), 9. 17 ( 1 H, s), 10. 23 ( 1 H, 

15 brs), 11. 18(1 H, brs). 

mmms 5 

N— (2- [rtZ^Pgik L*±ik> 7^7] -lH-^>X<^^V-Jl/-6 
— r;M - 2- [4- (hU7MP^^V) 7xr:jP] -2H-rh7'/Hl/ 

-2-;ft;M^+r$ g 

20 1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 16 (6H, 
d, J=6. 6Hz), 2. 96 (3H, s), 4. 47 ( 1 H, septet, 
J = 6. 6Hz), 7. 06-7. 17 ( 1 H, m) , 7. 28-7. 37 (1 
H, m) , 7. 5 7-7. 8 8 (1H, m) , 8. 12 (2H, d, J = 9. 0 
Hz) , 8. 43 (2H, d, J = 9. 0Hz) , 1 0. 7 8- 1 1. 2 3 (1 

25 H, m) . 

mmm3 6 

n- {2- c-ryyptf;u (p^;u) 75;] - 1 h-^>xV^V^- 6 
— r;W - 1 5 - [4- (h'j7^p^) Zx^ik] -iH- 
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1H-NMR (3 0 0MHz, CD 3 OD, <5ppm) : 1. 26 (6H, d, 
J = 6. 6Hz) , 2. 96 (3H, s) , 4. 01 (3H, s) , 4. 39 ( 
1H, septet, J = 6. 6Hz), 6. 96-7. 01 ( 1 H, m) , 7. 
13-7. 27 (2H, m) , 7. 6 9-7. 8 6 (5H, m) . 

$mm 3 7 

N- {2- [^vVptf;V j£±M ~ lH-^>^5^7"^- 6 

—OV) -1-^)1-3- [4- jhJJyMW^M 7x-Jl/] ~ 1 H- 

1H-NMR (3 0 0MHz, CD 3 OD, 6 p pm) : 1. 26 (6H, d, 
J = 6. 6Hz) , 2. 85 (3H, s) , 4. 21 (3H, s) , 4. 40 ( 
1H, septet, J = 6 . 6Hz), 7. 17-7. 25 ( 2 H, m) , 7. 
38 (1H, s) , 7. 68 (1H, s) , 7. 70 (2H, d, J = 8. 4H 
z) , 8. 0 1 (2H, d, J = 8. 4Hz) . 
mMM3 8 

N- {2- WJ?U\d)V {*±M T^y] - 1 H-^>XV $ #V—)V- 6 

— gw - [2. 2' ] etfU^>-5-^;v^ij-$ ]f 

1H-NMR (40 0MHz, DMSO-d6, <5 p pm) : 1. 17 (6H, 
d, J = 6. 4Hz) , 2. 88 (3H, s) , 4. 40-4. 49 ( 1 H, m 
) , 7. 09 (1H, d, J = 8. 4Hz) , 7. 23 (1H, d, J = 8. 4 
Hz), 7. 46-7. 54 (3H, m), 7. 72 (1H, brs), 8. 1 
1 (1H, d, J = 8. 4Hz) , 8. 16 (2H, d, J = 7. 2Hz) , 8. 
36 (1H, d, J = 7. 2Hz) , '9. 17 ( 1 H, s) , 10. 23 ( 1 H, 
brs), 11. 18 (1H, brs). 

mmm 3 9 

n- {2- mv7u\Z)v (*nv) r^y] - ih-^>xv$^/-;i/-6 

- 5 -7x"Jl/- 2 -bf^> ? >^;i/#^-tt$ F 
1H-NMR (4 0 0MHz, DMSO-d6, fippra) : 1. 17 (6H, 
d, J = 6. 4Hz) , 2. 88 (3H, s) , 4. 4 3-4. 5 0 ( 1 H, m 
) , 7. 09 (1H, d, J = 8. 4Hz) , 7. 38 ( 1 H, d, J = 8. 4 
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Hz) , 7. 5 7-7. 5 9 (3H, m) , 8. 24 (2H, d, J = 8. OH 
z) , 8. 29 (1H, s) , 9. 31 (1H, s) , 9. 33 ( 1 H, s) , 
10. 47 (1H, brs) . 
HUS#!14 0 

6- (2-7)V*uy^)V) -N- {2- ivryyptfji/ i**)V) 

1 H-NMR (4 0 0MHz, CD 3 OD, <5 p pm) : 1. 26 (6H, d, 
J = 7. 2Hz), 2. 95 (3H, s), 4. 36-4. 42 ( 1 H, m) , 
7. 13-7. 3 3 (4H, m), 7. 45-7. 51 ( 1 H, m) , 7. 72 
(1H, brd, J = 2. 0Hz) , 7. 8 8-7. 9 4 (2H, m) , 8. 3 
5 (1H, dd, J=8. 4, 2. 4Hz), 9. 16 (1H, brd, J = 2. 
OHz) . 
mMM4 1 

6- (3-7MP7x^) -N- {2- [-fy^PtfJV l*±2k) 

- 1 H-^>x-r 6 — r ;v> - 3-tf u^>^;^^-»^ jf 

1H-NMR (40 0MHz, CD 3 OD, 6 p pm) : 1. 28 (6H, d, 
J = 6. 8Hz) , 2. 97 (3H, s) , 4. 31-4. 47 ( 1 H, m) , 
7. 18-7. 32 (3H, m), 7. 48-7. 53 ( 1 H, m) , 7. 74 
(1H, brd, J = 2. OHz) , 7. 8 0- 7. 8 7 (2H, m) , 7 . 9 
5 (1H, d, J = 7. 6Hz) , 8. 34 ( 1 H, dd, J = 8. 4, 2. 0 
Hz) , 9. 14 (1H, brd, J = 2. OHz) . 

5- (4-7MD7i^) -N- {2- r-fV^PtfJl/ OL£2k) 7^7] 
-lH-^>X^5^;"JV-6- IjW -2-fc!U5^>^JW^»$ If 
1 H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 27 (6H, 
d, J = 6. 6Hz), 3. 05 (3H, s), 4. 30 ( 1 H, m) , 7. 3 
8 (1H, d, J = 8. 6Hz) , 7. 44 (2H, dd, J = 8. 6, 8. 6 
Hz) , 7. 71 (1H, d, J = 8. 6Hz) , 8. 00 (2H, m) , 8. 
19 (1H, s) , 9. 35 (2H, s) , 10. 99 ( 1 H, s) . 
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3 

nt — (2- Livyn^jk ys/i -ih-^ >^$^;-j1/-6 

-5-7 x^JP- 5 - If' J $ ^>^M^»^ H 
1H-NMR (4 0 0MHz, DMSO-d6, fippm) : 1. 16 (6H, 

5 d, J = 6. 4Hz) , 2. 87 (3H, s) , 4. 42-4. 5 0 ( 1 H, m 
) , 7. 10 (1H, d, J = 8. 4Hz) , 7. 21 ( 1 H, d, J = 8. 4 
Hz), 7. 50-7. 53 (3H, m) , 7. 55 (1H, brs), 8. 4 
7 (2H, d, J = 2. 0Hz) , 9. 33 (2H, s) , 10. 36 ( 1 H, 
brs), 11. 14 (1H, brs). 

10 §!«i]4 4 

5- (4-7MD7x^JV) -N- (2- [^V^Ptf;!/ (^JW) 7^7] 

- i H-^>xV5^/"iV- 6 — -f JH - 6 - * h^F5>- 2 - HU > ? >^;^ 

1H-NMR (3 0 0MHz, DMSO-d6, <5 p pm) : 1. 16 (6H, 
15 d, J = 6. 8Hz),2. 88 (3 H, s),4. 11 (3 H, s),4. 4 
7 (1H, m) , 7.12 (1H, d, J = 8. 2Hz), 7. 28 (3H, m 
) , 7. 68 (2H, m) , 7. 79 (1H, s) , 7. 80 ( 1 H, d, J = 
7. 6Hz) , 7. 97 (1H, d, J = 7. 6Hz) , 10. 04 ( 1 H, s 
) • 

20 5 

fi _ ( 4 -7)\,*u7g L -)l) -N- (2- \AV^U^.% TS. /~\ 

- 1 H-^>XM $ 6 — OH - 3 - If U ^v>>:ft;i/#*1r== b» 
1H-NMR (4 0 0MHz, DMSO-d6, fippm) : 1. 16 (6H, 
d, J = 6. 8Hz) , 2. 87 (3H, s) , 4. 42-4. 5 0 (1H, m 

25 ) , 7. 0 9 (1H, brd, J = 8. 0Hz) , 7. 42-7. 4 7 (3H, 
m), 7. 76 (1/2 H, brs), 7. 92 (1/2 H, brs), 8. 3 
0-8. 34 (3H, m), 8. 48 (1H, d, J = 9. 2Hz), 10. 8 
5 (1H, brs), 11. 08 (1/2 H, brs), 11. 14 (1/2 H, 
brs). 
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mMM4 6 

n- f 2- LLZgngjk (2i±2k) ^$71 -iH-oxV5^/^-6 

_^ ;H _ 5 _ ( 6 -^h^->-3-tf'J^r.;V) -2-H^ >ft;W^1^ 

1H-NMR (40 0MHz, DMSO-d6, fippm) : 1. 16 (6H, 
d, J = 6. 8Hz) , 2. 87 (3H, s) , 3. 95 (3H, s) , 4. 4 
2-4. 49 (1H, m) , 7. 02 ( 1 H, d, J = 8. 8Hz) , 7. 09 

(1H, d, J = 8. 8Hz) , 7. 37 ( 1 H, d, J = 8. 0Hz) , 7. 
82 (1H, brs), 8. 51 ( 1 H, dd, J = 8. 0, 2. 4Hz), 9. 
07 (1H, s) , 9. 28 (1H, s) , 9. 33 (1H, s) , 10. 44 

(1H, brs), 11. 17 (1H, brs). 

2- (4-7J^D7x^) -N- {2- \^V^U\fi) V i^)V) 7H=y] 

- 1 H-^>x-r - 5 - hu $^>^;v^-tr^ h 

1H-NMR (40 0MHz, DMSO-d6, fippm) : 1. 16 (6H, 
d, J = 6. 4Hz) , 2. 88 (3H, s) , 4. 41-4. 48 ( 1 H, m 
) , 7. 10 (1H, d, J = 8. 4Hz) , 7. 22 ( 1 H, d, J = 8. 4 
Hz) , 7. 37-7. 41 (2H, m) , 7. 71 (1H, brs) , 8. 4 
9-8. 52 (2H, m), 9. 32 (2H, s), 10. 37 (1H, brs 
), 11. 21(1 H, brs). 

l- (4-y)^uy^=.)V) -N-{2-[-rvyntf;^(^^ Jb)T$yi-iH-^> 

1H-NMR (3 0 0MHz, DMSO-d6, <5 p pm) : 1. 14 (6H, 
d, J = 6. 6Hz) , 1. 6 5- 1. 9 2 (4H, m) , 2. 38-2. 54 
(1H, m) , 2. 5 6-2. 7 4 (2H, m) , 2. 85 (3H, s) , 3. 
58-3. 73 (2H, m), 4. 42 (1H, septet, J = 6. 6Hz 
), 6. 90-7. 16 (6H, m), 7. 53-7. 66 (1H, m), 9. 
6 7 (1H, b r . s) . 
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mmm4 9 

1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 14 (6H, 
d, J = 6. 6Hz) , 1. 64-1. 9 2 (4H, m) , 2. 38-2. 53 
(1H, m) , 2. 58-2. 79 (2H, m), 2. 84 (3 H, s), 3. 
69-3. 83 (2H, m) , 4. 42 (1H, septet, J = 6. 6Hz 
), 6. 68-6. 79 (1H, m), 7. 10-7. 2 5 (2 H, m) , 7. 
50-7. 65 (1H, m), 9. 66 (1H, br. s). 

wrF&mmms o~6 2 a, ^»fli2- (2) t?jbv>&n-' rv^nt^v;*^ 
5 0 

2-^^;v-n- {1- [6- ( {3- [4- {Y^y)V^ru^)V) yjL-jv 

1H-NMR (4 0 0MHz, DMSO-d 6, <5ppm) :0. 98 (6H, 
d, J = 7. 0 Hz), 1. 80-1. 92 (1H, m), 2. 10-2. 2 
0 (1H, m), 2. 30-2. 40 ( 1 H, m) , 2. 62 (2H, t, J = 
7. 2Hz) , 3. 00 (2H, t, J = 7. 2Hz) , 3. 4 2-3. 6 0 ( 
2H, m) , 3. 61-3. 70 (1H, m) , 4. 3 0-4. 40 (1H, m 
), 6. 92-7. 10 (2H, m), 7. 46 (2H, d, J = 8. 0Hz), 
7. 62 (2H, d, J = 8. 0Hz) , 8. 04 ( 1 H, s) , 9. 70 (1 
H, s) . 

mum 5 1 

n- (2- r->^p^vfr->j], (*^)V) -ih-^>x^$^/-;p- 

6— -3- [4- (HJ^l/rfra;*^) 7xn;i/] ^DA°>7$H 
1H-NMR (40 0MHz, DMSO-d6, <5ppm) : 1. 02-1. 1 
8 (1H, m), 1. 28-1. 42 (2H, m), 1. 42-1. 58 (2H, 
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m) , 1. 58-1. 7 0 (3H, m) , 1. 72-1. 8 6 (2H, m) , 2. 
62 (2H, t, J = 7. 2Hz) , 2. 88 ( 3 H, s) , 3. 00 (2H, 
t, J = 7. 2Hz) , 3. 9 2-4. 04 (1H, m) , 6. 92-7. 10 
(2H, m) , 7. 48 (2H, d. J = 8. 0Hz) , 7. 5 0-7. 6 0 ( 
5 1H, m) , 7. 64 (2H, d, J = 8. 0Hz) , 9. 70 ( 1 H, s) . 

n — (2- rx^;w U^u^t^M - iH-^>X-f^^/-^- 

e-jjy} -3- [4- (m7j^p^^;v) z^ik] 25Z1>Z^-E 

1 H-NMR (4 0 OMHz , DMSO-d6, <5 p pm) : 1 . 10-1. 2 
10 4 (4H, m) , 1. 32-1. 50 (2H, m), 1. 50-1. 70 (3H, 
m) , 1. 7 2- 1. 8 6 (4H, m) , 2. 70 (2H, t, J = 7. 2Hz 
), 3. 00 (2H, t. J = 7. 2Hz), 3. 44-3. 60 (2H, m), 
3. 82-3. 96 (1H, m), 7. 30 (2H, s), 7. 50 (2H, d, 
J = 8. OHz) , 7. 64 (2H, d, J = 8. OHz) , 7. 98 ( 1 H, 
15 s) , 10. 22 (1H, s) . 

mmm 5 3 

N _ p. r*tP;v (i-^^;v-3-fcfn'j^n;v) ray] - ih-^>X 
-f^w— ;v-6 — r;i/> - 3- u- (h'j7MP^f^) 7xzjm :/p 

20 1 H-NMR (40 0MHz, DMSO-d6, <5ppm) : 1. 70-1. 8 
4 (1H, m) , 2. 10-2. 2 0 ( 1 H, m) , 2. 3 0 (3H, s) , 2. 
60 (2H, t, J = 7. 2Hz) , 2. 7 0-2. 9 0 (2H, m) , 2. 9 
8 (3H, s) , 3. 00 (2H, t, J = 7. 2Hz) , 4. 78-4. 88 
(1H, m) , 6. 9 2-7. 0 8 (2H, m) , 7. 4 2-7. 7 2 (5H, 

25 m) , 9. 7 0 (1H, s) . 

mmm 5 4 

n— 12- (i-^;u-4-h^u^~;u) 75/3 - ih-^>X 

^ 6 — rjt/ } - 3- [ 4 - (bij^;i/^-p^^;i>) Tx^ik] ^ p 

A>75 g 
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1H-NMR (40 0MHz, DMSO-d6, <5ppm) : 1. 94-2. 1 
0 (2H, m), 2. 20-2. 3 4 (2 H, m) , 2. 70 (2H, t , J = 
7. 2Hz), 3. 76 (3H, s), 3. 00 (2H, t, J = 7. 2Hz), 
3. 08 (3H, s), 3. 08-3. 14 (2H, m) , 3. 50-3. 60 
5 (2H, m) , 4. 3 2-4. 4 2 (1H, m) , 7. 34 (2H, s) , 7. 
50 (2H, d, J = 8. 0Hz) , 7. 64 (2H, d, J = 8. 0Hz) , 
7. 9 8 (1H, s) , 10. 2 2 (1H, s) . 

mmm 5 5 

N- (2- [v^n^PHjk (*±ik) 75 /] - 1 H-^>X-f ^^V-;i/~ 

10 6— r;w -3 - [4- (bU^;i/^-a^^;v) 7x^jm ynA°>y$F 

1H-NMR (40 0MHz, DMSO-d6, fippm) :0. 66 (2H, 
s), 0. 84 (2H, s), 2. 54-2. 70 (2H, m), 2. 96-3. 
10 (2H, m) , 3. 00 (3H, s), 6. 94-7. 10 (2H, m), 
7. 50 (2H, d, J = 8. 0Hz) , 7. 64 (2H, d, J = 8. 0Hz 
15 ) , 7. 8 (1H, s) . 

mmm 5 6 

N— 1 2 — l$s#Utt)V 75 7] -lH-^>X-f$^;-;V-6 

->r;M -3- [4- UiU_z2k±g2i±ik) 7x^] ^p/^>y$ p 

1H-NMR (40 0MHz, DMSO-d6, 6 p pm) : 1. 52-1. 7 
20 0 (2H, m) , 2. 0 2-2. 2 4 (4H, m) , 2. 6 0 (2H, t, J = 
7. 2Hz) , 2. 96 (3H, s), 3. 00 (2H, t, J = 7. 2Hz), 
4. 52-4. 70 (1H, m), 6. 90-7. 10 (2H, m), 7. 50 
(2H, d, J = 8. 0Hz) , 7. 64 (2H, d, J = 8. 0Hz), 9. 
60-9. 78 (1H, m) . 

25 mmm 5 7 

n- {2- r->^D^>^;i/ 757] - ih-^>x^$^!/-^- 

6— f;M -3- [4- UiU_z2k±P2L£ik) Z^ik] ^pa>7SP 

1H-NMR (4 0 0MHz, CDC 1 3, 6 p pm) : 1. 6 0-2. 0 0 ( 
8H, m), 2. 66 (2H, t, J = 7. 2Hz), 2. 98 (3H, s), 
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3. 10 (2H, t, J = 7. 2Hz), 4. 42-4.58 ( 1 H, m) , 6 . 
92-7. 02 (1H, m), 7. 08-7. 16 (1H, m), 7. 44 (2 
H, d, J = 8. 0Hz) , 7. 5 0-7. 6 8 (3H, m) . 

mmm 5 8 

5 n- {2- [ (i-T-b^-3-tfpu^;i/) T^y] -ih- 

^>x-ra^/-;i/-6— r;p> -3- [4- (m^^p^^) 71^ 

] ^D/\°>T$ h 

1H-NMR (4 0 0MHz, CDC 1 3, 6 p pm) : 2. 0 0 (3H, s) , 
2. 10-2. 2 4 ( 2 H, m) , 2. 62 (2 H, t, J = 7. 2Hz), 3. 
10 00 (3H, s), 3. 04 (2H, t, J = 7. 2Hz), 3. 30-3. 6 
0 (2H, m), 3. 62-3. 80 (2H, m), 4. 72-4. 86 (1H, 
m), 6. 96-7. 00 ( 1 H, m) , 7. 08-7. 16 ( 1 H, m) , 7. 

4 0 (2H, d, J = 8. 0Hz), 7. 50-7. 62 (3H, m). 

15 N- {2- j^)V (rh7kHD-3-77 75 7] -lH-OX-f 

5^/-ji/-6— r;w -3- [4- (hu^;i/^-a^^;i/) 7x-jm ypA 
>75 F 

1 H — NMR (4 0 0MHz, DMSO-d6, 5ppm) : 1. 87-1. 9 

5 (1H, m), 2. 12-2. 21 ( 1 H, m) , 2. 63 (2H, t, J = 
20 7. 2Hz), 2. 99 (2H, t, J = 7. 2Hz), 3. 25-3. 35 ( 

1H, m), 3. 61 (1H, q, J = 5. 8Hz), 3. 70-3. 75 (1 
H, m), 3. 90-3. 98 ( 1 H, m) , 4. 90-4. 98 ( 1 H, m) , 
6. 92-7. 05 (2H, m), 7. 60-7. 70 ( 1 H, m) , 7. 47 
(2H, d, J = 7. 6Hz) , 7. 63 (2H, d, J = 7. 6Hz) , 9. 
25 7 1 (1H, s) . 

mmm 6 o 

n— {2- [ (l— f y^u;i/-3-tfpU^n;w) ray] -l 

H-^>X-T$^7-;i/- 6 — TJW - 3- [4- (h'J7JI/tD^^) 7i 
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1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 00 (6H, 
d, J = 6. 8Hz) , 2. 0 0-2. 2 0 (2H, m) , 2. 63 (2H, t, 
J = 7. 2Hz) , 2. 6 3-2. 7 5 ( 1 H, m) , 2. 97 (3H, s) , 
2. 98 (2H, t, J = 7. 2Hz) , 3. 2 0- 3. 4 0 ( 1 H, m) , 3. 
42-3. 80 (3H, m), 4. 70-4. 90 (1H, m) , 6. 98-7. 
10 (2H, m) , 7. 48 (2H, d, J = 8. 0Hz) , 7. 63 ( 3 H, 
d, J = 8. 0Hz) , 9. 7 4 (1H, s) . 

mmm 6 1 

N- {2- j^)V (l-^^V-3-W-3-tfD'J^V) 7^7] - 
1H-^>X1'5^ N /-Ji/- 6 — OH -3 - [4- (h'J7Ma^^) y 

1H-NMR (40 0MHz, DMSO-d6, a p pm) : 1. 98-2. 1 
0 (1H, m) , 2. 20-2. 3 4 ( 1 H, m) , 2. 62 (2H, t, J = 
7. 2Hz), 2. 77 (3H, s), 2. 83 (3H, s), 3. 00 (2H, 
t, J = 7. 2Hz) , 3. 2 6-3. 4 0 (2H, m) , 4. 98-5. 08 
(1H, m), 6. 96-7. 06 (2H, m) , 7. 47 (2H, d, J = 8. 
0Hz), 7. 62 (2H, d, J = 8. 0Hz) , 9. 70 (1H, brs). 

mmm 6 2 

n- {2- i*^)V (i-^^;i/-5-^v-3-tfpu^;w) r^y] - 

1H _^ > X^f$^V-;v- 6 — f;M - 3- [4- OiU_Zjj^^2L£jk) 2 

1H-NMR (4 0 0MHz, CD 3 OD, fippm) :2. 52-2. 62 ( 
1H, m) , 2. 70 (2H, t, J = 7. 2Hz) , 2. 7 8-2. 8 7 (1 
H, m) , 2. 9 0 (3H, s) , 3. 2 9 (3H, s) , 3. 1 0 (2H, t, 
J = 7. 2Hz), 3. 50-3. 58 ( 1 H, m) , 3. 78-3. 88 (1 
H, m), 4. 96-5. 04 ( 1 H, m) , 6. 98-7. 06 ( 1 H, m) , 
7. 16 (1H, d, J = 8. 0Hz) , 7. 44 (2H, d, J = 8. 0Hz 
) , 7. 57 (2H, d, J = 8. 0Hz) , 7. 62 (1H, brs) . 

erF©§si»j6 3~6 4«u mm2- (2) -cjBufcN— fv^ntf;^^- 
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;kt^x mmm2- (3) -vm^tcz- 14- (Mj^M-n^ww 
mmms 3 

5 n- {2- [i-7^5f;w-3-hpu>^;v (^;v) t$/i -ih-^> 
xv^y^y— ;i/-6--r;w -5- (4-7;^P7x^) -2-tfu>>>:fr 

1H-NMR (40 0MHz, DMSO-d6, <5ppm) : 1. 96 (3H, 
s), 2 . 00-2. 20 ( 2 H, m) , 3. 00 (3H, s ) , 3. 20-3. 
10 7 4 (4H, m), 4. 78-4. 98 ( 1 H, m) , 7. 12 (1H, d, J 
= 8. 0Hz), 7. 34-7. 46 (3H, m) , 7. 82-7. 96 (3H, 
m) , 8. 20 (1H, d, J = 8. 0Hz) , 8. 30 (1H, d, J = 6. 
OHz), 9. 00 (1H, s) , 10. 42 (1H, s) . 
*»«6 4 

15 N- {2- [l-7t^l/-3-tfDU^ Oj±2k) 7^1 -lH-^> 

X^^VriikziJ — r;H -5- (4-^;^n^^^;i/) -2-H^> ? >^ 

1H-NMR (40 0MHz, DMSO-d6, 6 p pm) :2. 00 (3H, 
s), 2. 00-2. 36 ( 2 H, m) , 3. 10 (3H, s), 3. 20-3. 
20 86 (4H, m), 4. 60-4. 84 ( 1 H, m) , 7. 30-7. 50 (3 
H, m) , 7. 74 (1H, d, J = 8. OHz) , 8. 18 (1H, s) , 8. 
28-8. 38 (2H, m) , 9. 30 (1H, s), 9. 36 (1H, s). 

skTvmmm 6 5 ~ 8 7 mmmi- u) w^2-^aa-6--h 

D^>X'f5^/-M2-^an- 1 6 -nhn- ih-^>X-T 

Jtwenwx.. &it9mmi- (2) t^v^3- [4- (hU7jv*a^ 

6 5 
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n- (?.- rx^ji/ - 1 -^Ji/-iH-^>xV5^V- 

^-fi-^jH -3- [4- (h'J7^P^^) ^P /1>T^F 
1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 14 (3H, 
t, J=7. 2Hz) , 2. 66 (2H, t, J = 7. 3Hz) , 2. 86 (3 
5 H, s), 3. 01 (2H, t, J = 7. 3Hz) , 3. 22 (2H, Q, J = 
7. 2Hz), 3. 52 (3H, s), 7. 04 (1H, d, J = 8. 5Hz), 
7. 25 (1H, d, J = 8. 5Hz) , 7. 49 (2H, d, J = 7. 9Hz 
) , 7. 64 (2H, d, J = 7. 9Hz) , 7. 76 (1H, s) . 
m Mm 6 6 

10 N— T2- l H-^>XW$^/-iV-6- 
^ }V \ _ 3 _ r4 _ (hU^;^p^^;V) ^D/1>7S H 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 2. 66 (2H, 

t, J = 7. 5Hz) , 2. 87 (6H, s) , 3. 01 ( 2 H, t, J=7. 

5Hz) , 3. 54 (3H, s) , 7. 04 (1H, d, J = 8. 4Hz) , 7. 
15 2 5 (1H, d, J = 8. 4Hz) , 7. 49 (2H, d, J = 8. 0Hz) , 

7. 64 (2H, d, J=8. 0Hz) , 7. 74 ( 1 H, s) , 9. 86 (1 

H, s) . 

mrnm 6 7 

n- f 2- r-ryyptf;!/ (*^;i/) - 1 -*5p;)/- iH-^>x-f ^ 

20 ^/-jw-6--oh -3- f4- (m^ji/^-a^^;t/) -7^^;v] yp/\°> 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 28 (6H, 
d, J=6. 6Hz) , 2. 73 (2H, t, J = 7. 6Hz) , 3. 02 (2 
H, t, J = 7. 6Hz) , 3. 06 (3H, s) , 3. 69 (3H, s) , 4. 
25 14 (1H, m) , 7. 36 ( 1 H, d, J = 8. 6Hz) , 7. 42 (1H, 
d, J=8. 6Hz) , 7. 50 (2H, d, J = 8. OH) , 7. 64 (2H, 
d, J=8. 0Hz) , 8. 03 (1H, s) , 10. 41 ( 1 H, s) . 

mmm 6 8 

N— n-*tP;i/-2- (i-tfPU^n;i/) - lH-^>X-f $f /-)V- 6 
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-^jh -3- T4- {±j)yjv£u££M ypA°>T$F 

1H-NMR (3 0 0MHz, CDC 1 3, 6 p pm) : 2. 00 (4H, m) , 
2. 69 (2H, t, J = 7. 5Hz) , 3. 13 (2H, t, J = 7. 5Hz 
) , 3. 62 (7H, brs) , 6. 73 ( 1 H, brd, J = 8. 6Hz) , 
5 7. 3 4 (3H, m) , 7. 54 (2H, d, J = 7. 9Hz) , 7. 82 (1 
H, s) , 

mmm6 9 

f;H -3- [4- (hU7MD^f;V) 7XZJ1/] ^aA°>T^H 
10 1H-NMR (3 0 OMHz, DMSO-d 6, <5ppm) : 0. 87 (3H, 
t, J = 7. 4Hz) , 1. 59 (2H, m) , 2. 65 (2H, m) , 2 . 8 
6 (3H, s) , 3. 01 (2H, t, J = 7. 5Hz), 3. 13 (2H, t, 
J = 7. 5Hz) , 3. 53 (3H, s) , 7. 02 ( 1 H, d, J = 8. 5H 
z) , 7. 23 (1H, d, J = 8. 5Hz) , 7. 48 (2H, d, J = 8. 
15 2Hz) , 7. 64 (2H, d, J = 8. 2Hz) , 7. 74 ( 1 H, s) , 9. 
8 5 (1H, s) . 

mmm 70 

n- ri-^^;i/-2- (i-hpu^;v) - ih-^>X^s^/-^- 6 

-2- [4- {Y^y.)V^rU^)V) 7th7$h' 
20 1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 87 (4H, 
m) , 3. 53 (4H, m) , 3. 59 (3H, s) , 4. 80 (2H, s) , 
7. 10 (1H, d, J = 8. 3Hz) , 7. 19 ( 3 H, m) , 7. 69 (3 
H, m) , 1 0. 0 3 (1H, s) . 
M1MM7 1 

25 n- n-^;u-2- a-tf^u - ih-^>^$^;-^-6 

-<<M -3- [4- (h'J7;i/tD^fJl/) 7x^1 ya/1>T$F 
1H-NMR (3 0 OMHz, CHC13, fippm) : 1. 57-1. 87 ( 
6H, m) , 2. 69 (2H, t, J = 7. 5Hz) , 3. 13 (2H, t, J 
= 7. 5Hz) , 3. 16-3. 22 (4H, m) , 3. 56 (3H, s) , 6. 
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76 (1H, d, J = 8. 4Hz) , 7. 34 (2H, d, J = 8. 4Hz) , 

7. 42 (2H, d, J=8. 4Hz) , 7. 52 ( 1 H, br. s) , 7. 5 

4 (2H, d, J = 8. 4Hz) , 7. 90 ( 1 H, br. s) . 

mmm7 2 

5 n— r 2 — - 1 - /f ;v- 1 h-^> ^ s^v- 6 - 

-Y)M -3- T4- (b'J7^tP^fJV) 7x^ 1 ^>7SH 
1H-NMR (3 0 0MHz, CHC13, 6 p pm) : 1. 64-1. 9 2 ( 
8H, m) , 2. 68 (2H, t, J = 7. 5Hz) , 3. 12 (2H, t, J 
= 7. 5Hz) , 3. 4 6-3. 5 8 (4H, m) , 3. 58 (3H, s) , 6. 
10 6 9-6. 8 5 (1H, m) , 7. 3 0-7. 42 ( 1 H, m) , 7. 36 (2 
H, d, 3 = 7. 8Hz) , 7. 48 ( 1 H, br. s) , 7. 54 (2H, d, 
J = 7. 8Hz) , 7. 84 (1H, br. s) . 

mmm 7 3 

n — (?.- f3- rT-b^Ji/ Ojfjk) -i- hdus?=.;w -1-^ 

15 ^-lH-^>^S^-6--fJH -3- [4- (±jjyn^u^± 

1 H-NMR (3 0 0MHz, DMSO-d 6, 6 p pm) : 2. 01 (5H, 
m) , 2. 66 (2H, t, J = 7. 5Hz) , 2. 7 8 (6/5H. s) , 2. 
93 (9/5H, s) , 3. 01 (2H, t, J = 7. 5Hz) , 3. 55 (4 
20 H, m) , 3. 5 9 ( 3 H, s) , 4. 6 2 (2/5H, m) , 5. 14 (3/ 
5H, m) , 7. 02 ( 1 H, d, J = 8. 4Hz) , 7. 19 (1H, d, J 
= 8. 4Hz) , 7. 49 (2H, d, J = 8. 2Hz) , 7. 64 (2H, d, 
J = 8. 2Hz), 7. 72 (1H, brs), 9. 84 (1H, s). 

mMm 7 4 

25 N- (2- {3- {*±M T$71 - 1 - tf P U ~ 1 

-^^JV-lH-^>XW^^/-^-6— fM -3- [4- (KLLZik±g 

1 H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 02 (6H, 
d, J =4. 0Hz), 2. 10 (3H, m), 2. 66 (2H, t, J = 7. 



WO 2004/011440 



86 



PCT/JP2003/009610 



5Hz) , 2. 79 (1. 2H, s) , 2. 85 ( 1 H, m) , 2. 98 (1. 
8H, s) , 3. 01 (2H, t, J = 7. 5Hz) , 3. 59 (3H, s) , 
3.5 4 (4H, m) , 4. 7 8 (2/5H, m) , 5. 15 (3/5H, m) , 
7. 00 (1H, brd, J = 8. 5Hz) , 7. 18 (1H, d, J = 8. 5 
Hz) , 7. 49 (2H, d, J = 8. 2Hz) , 7. 64 (2H, d, J = 8. 
2Hz) , 7. 71 (1H, brs) , 9. 83 ( 1 H, s) . 

mmm7 5 

n- (2- {3- r**>x;vfr-;v 75/] - l-tfoUv^w 

-l-^^;i/- lH-^>X-fS^/^-6--fJH - 3- T4- (MTZik 

1H-NMR (3 0 0MHz, DMSO-d6, 5 p pm) : 2. 20 (2H, 
m) , 2. 72 (2H, t, J = 7. 5Hz) , 2. 82 (3H, s) , 3. 0 
0 (5H, m) , 3. 7 9 (3H, s) , 3. 8 6 (4H, m) , 4. 5 5 (1 
H, m) , 7. 33 (1H, brd, J = 8. 6Hz) , 7. 38 ( 1 H, d, 
J = 8. 6Hz) , 7. 50 (2H, d, J = 8. 1Hz) , 7. 64 (2H, 
d, J = 8. 1Hz) , 8. 00 (1H, brs) , 10. 40 (1H, brs 
) . 

mMM7 6 

n- {2- rs^frp'vfrv'jv T$y] -i-^;v-ih-^>x< 

$ ^y_ ;1/ - 6 — {)},} -3- [4- (K'J7Ma^^) 7 x.~)l>~\ 7un 

1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 04-1. 6 
9 (6H, m), 1. 69-1. 80 (4H, m) , 2. 6 6 (2H, t, J = 
7. 5Hz) , 2. 76 (3H, s) , 3. 01 (2H, t, 3 = 7. 5Hz) , 
3. 51 (3H, s) , 7. 03 ( 1 H, d, J = 8. 4Hz) , 7. 40 (2 
H, d, J = 8. 4Hz) , 7. 49 (1H, d, J = 8. 4Hz) , 7. 64 
(1H, d, J = 8. 4Hz) , 7. 74 (1H, s) , 9. 85 (1H, s) . 
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mmm 7 7 

n- n-*^)v-2- (1 -tfp'j^) -ih-^>t:-i > $w-;v-6 

-^;W -3 - :/p/i>7SF 

1H-NMR (3 0 0MHz, DMSO-d6, <5 p pm) : 1. 89 (4H, 

5 m) , 2. 59 (2H, t, 3 = 7. 6Hz) , 2. 89 (2H, t, J = 7. 
6Hz) , 3. 52 (4H, m) , 3. 58 (3H, s) , 7. 00 ( 1 H, d, 

J = 8. 4Hz) , 7. 13 (1H, d, J = 8. 4Hz) , 7. 22 (2H, 

d, J = 8. 4Hz) , 7. 46 (2H, d, J = 8. 4Hz) , 7. 66 (1 
H, s) , 9. '7 8 (1H, s) . 

io mmm 7 8 

_ 5 - (4-^;V^n-7 3in;v) -2-\d^^>ti)V^^^\ i 
1H-NMR (3 0 0MHz, DMSO-d6, <5 p pm) : 1. 90 (4H, 
m) , 3. 57 (4H, m) , 3. 65 (3H. s) , 7. 22 (1H, d, J 
15 =8. 4Hz) , 7. 44 ( 3 H, m) , 7. 94 ( 1 H, d, J = l. 8Hz 
) , 8. 33 (2H, m) , 9. 32 (1H, d, J = l. 5Hz) , 9. 34 
(1H, d, 1. 5Hz) , 10. 56 ( 1 H, s) . 

mmm7 9 

n- n-*rP;v-2- (i-jfp'jyz;v) -ih-^>x^s^/-;1/- 6 
20 — fikl -2- (4-^pp7i;^» T-feby^F 

1H-NMR (3 0 0MHz, DMSO-d6, 6 p pm) : 1. 89 (4H, 
m) ,3. 5 3 (4H, m) , 3. 5 9 (3H, s) , 4. 6 9 (2H, s) , 
7. 03 (2H, d, J = 9. 0) , 7. 12 (2H, m) , 7. 36 (2H, 
d, J = 9. 0Hz) , 7. 67 (1H, s) , 9. 96 ( 1 H, s) . 

25 nnm s o 

N- (2- [2-^^Jl/-l~bfP> ? ^] - 1H-^>7V ay 

- 3 - [ 4 - (±vyjWn*±M 7x.-M 7un>T 

1H-NMR (4 0 0MHz, CDC 1 3 , fippm) : 1. 23 (3H, d, 
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J = 5. 6Hz) , 1. 5 8- 1. 6 8 ( 1 H, m) , 1. 9 5-2. 0 4 (1 
H, m) , 2. 15-2. 24 ( 1 H, m) , 2. 68 (2H, t, J = 7. 2 
Hz), 3. 13 (2H, t, J = 7. 2Hz), 3. 3 5- 3. 3 9 ( 1 H, 
m) , 3. 48 (3/5H, s), 3. 58 (12/5 H, s) , 3. 73-3. 
5 79 (1H, m) , 4. 19-4. 28 (1H, m),6. 7 0 (1H, d, J 
= 8. 4Hz) , 7. 3 4-7. 3 7 (3H, m) , 7. 53 (2H, d, J = 
8. 0Hz) , 7. 80 (1H, d, J = 5. 6Hz) . 

mmms 1 

io zAM -3- u- (m^v^-p^^jv) 7un>T^ h 

1H-NMR (4 0 OMHz, CDC 1 3 , <5ppm) :2. 44 (2H, dt, 
J1 = J2 = 7. 6Hz), 2. 68 (2H, t, J = 7. 2Hz), 3. 13 
(2H, t, J = 7. 2Hz) , 3. 48 (3/2H, s) , 3. 51 (3/2 
H, s) , 4. 24 (4H, t, J = 7. 6Hz) , 6. 69 ( 1 H, dd, J 
15 =8. 0, 1. 6Hz) , 7. 18 (1H, brs) , 7. 34 (3H, d, J 
= 8. OHz), 7. 53 (2H, d, J = 8. OHz), 7. 78 (1H, d, 
J = 1. 6Hz) . 

mm 8 2 

n- (2- [l-x-fe^v-s-fcfpue^i;]/ ts/i -i-^jv 

20' -lH-^>X-fS^-JP-6- f;W -3- [4- (h'J7MPXfJV) 

1H-NMR (300 MHz, CDC 1 3 , 5ppm) : 1. 93-2. 39 ( 
5H, m) , 2. 71 (2H, t, J = 8. 4Hz) , 2. 80-2. 91 (3 
H, m), 3. 15 (2H, t, J = 8. 4Hz), 3. 27-4. 32 (8H, 
25 m), 6. 72-6. 87 ( 1 H, m) , 7. 25-7. 38 (1H, m) , 7. 
37 (2H, d, J = 8. 4Hz) , 7. 4 0-7. 5 2 ( 1 H, m) , 7 . 5 
7 (2H, d, J = 8. 4Hz) , 7. 94 (1H, br. s) . 

mmm s 3 

n— {2- [i-^y^u;v-3-bfau^zi;i/ (*^)V) -1-* 
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fJ^-lH-^>X-fa^/-JV-6-<JH -3- [4- (h'J7MP^f 

1H-NMR (3 0 0MHz, CDC 1 3 , 6 p pm) : 1. 00-1. 16 ( 
6H, m), 1. 90-2. 39 (2H, m) , 2. 46-2. 76 (3H, m 
5 ), 2. 79-2. 92 (3H, m) , 3. 08-3. 20 (2H, m) , 3. 
33-4. 18 (8H, m) , 6. 74-6. 84 (1H, m) , 7. 33 (1 
H, s) , 7. 37 (2H, d, J = 8. 4Hz), 7. 41-7. 53 (1H, 
m) , 7. 56 (2H, d, J = 8. 4Hz) , 7. 94 (1H, br. s) . 

mmm s 4 

10 n- (2- {3- [j*^>*;i/afr~;w C££2k) T^y] -i-tfPUS?n;W 
-i-*5P;i/-iH-^>x^$£V-;i/-6-- r;w -2- [4- (MJ_zjk 

^x/^->] 7tb75 h* 

1H-NMR (3 0 0MHz, DMSO-d6, 6 p pm) :2. 08 (2H, 

m), 2. 80 (3H, s) , 2. 95 (3H, s), 3. 51-3. 71 (4 

15 H, m) , 3. 6 1 (3H, s) , 4. 4 8 ( 1 H, m) , 4. 8 1 (2H, s 

) , 7. 1 7 (4H, m) , 7. 7 0 (3H, m) , 1 0 . 0 6 ( 1 H, s ) . 

mmm 8 5 

N- (2- {3- [y^2k Oj±ik) T^7] -l-tfaUv'—M -i-* 
^l/-lH-^>X-f^^/-^-6--fJW -2- [4- (h'J7Mn^ 

20 )V) 7x/^->] Z±±ZsJf 

1H-NMR (3 0 0MHz, DMSO-d6, 6 p pm) :2. 05 ( 5 H, 
m) , 2. 7 9 (1. 2H, s) , 2. 9 3 (1. 8H, s) , 3. 5 6 (4H, 
m), 3. 61 (3H, s), 4. 62 (0. 4H, m), 4. 81 (2H, s 
) , 5. 12 (0. 6H, m) , 7. 16 (4H, m) , 7. 7 0 (3H, m) , 

25 1 0. 0 6 (1H, s) . 

mmms 6 

N- {2- [3- (bFD^^) -l-tfny^] - 1 -*^)V- 1 H 

-^>xv 6 --r;w -3- [4- (m^Ma^^i/) 7x^ 
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1H-NMR (3 0 0MHz, CHC 1 3, 6 p pm) : 1. 7 0- 1. 8 8 ( 
1H, m) , 2. 03-2. 14 (1H, ra) , 2. 43-2. 61 ( 1 H, m 
), 2. 70 (2H, t, J = 7. 5Hz) , 3. 12 (2H, t, J = 7. 5 
Hz) , 3. 49 (3H, s) , 3. 4 5-3. 7 8 (6H, m) , 6. 72- 
6. 82 (1H, m) , 7. 23-7. 65 (6H, m) , 7. 68 (1H, b 
r . s ) . 
HMM8 7 

5- (4-7^P7xr:;i/) -N- {2- [-rv^Pb!;V T$7] 
- 1 -*7-)V- 1 H-^>X-T 5j?V—)V- 6 — f M ~ 2 -tf'JS5?>^M 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 18 (6H, 
d, J = 6. 6Hz) , 2. 76 (3H, s) , 3. 57 ( 3 H, s) , 3. 8 
2 (1H, m), 7. 33 (1H, d, J = 8. 5Hz), 7. 41-7. 49 
(2H, m) , 7. 45 (1H, d, J = 8. 5Hz) , 8. 00 (3H, m) , 
9. 34 (2H, s), 10. 69 (1H, s). 

&TF<DmMM 8 8 ~ 8 9 fciu mmms- (3) 

rnmm s 8 

1- (4-7MD7xrjk) -N-{2-[-rvyptf;i/(^^;i/)T^y]-iH-^> 

1H-NMR (3 0 0 MHz, CDC 1 3 , <5ppm) :1. 17 (6H, d, 
J = 6. 6Hz) , 2. 88 (3H, s), 3. 12 (4H, br. t, J=4. 
8Hz) , 3. 67 (4H, br. t, J=4. 8Hz) , 4. 41 ( 1 H, s 
eptet, J = 6 . 6Hz), 6. 80-7. 02 ( 5 H, m) , 7. 04- 
7. 14 (1H, m) , 7. 21-7. 4 4 (1H, m) . 

mmm s 9 

N-{2-[-T VypHJH^^)7^/]-lH-^>X^$^7-;V-6-^M-l- 

7x^;u-4-if^^^>^;v^it$ h 
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1H-NMR (3 0 0MHz, CDC 1 3, 6 p pm) : 1. 14 (6H, d, 
J = 6. 6Hz) , 2. 83 (3H, s), 3. 21 (4H, br. t, J=4. 
8Hz) , 3. 68 (4H, br. t, J=4. 8Hz), 4. .3 8 (1H, s 
eptet, J = 6. 6Hz), 6. 77-7. 01 ( 5 H, m) . 7. 0 3- 
5 7. 12 (1H, m) , 7. 20-7. 43 ( 1 H, m) . 

mm 

io mmttmmi (Mcnm^mmum 

'thMCH-lR*3-HtScDNAIB5iJ 17^7, • U?—X (FEBS 
Letters), 39 8#, 2 5 31 (1 9 9 6m , Mtt^tl • Xb • 
tfrf !7-r • (Biochimica et Biophis ica 

Acta), 14 0 1#, 2 1 61 (1 9 9 8^) ] 7°^7S. F^^-p 
15 EF/mic/cyto (-f >k'hD^x>ftl) fc^ >^Lfc„ 

) &/BV>Tlt£»lfl&CHO-Kl (7* U t> > • 7 • fc^*— • O 1/^ 
a » Jcb^VX^a:^ hU MCH-1R^I«#L 
u©MCH- 1 R^^^iir^^&ilSMbfe^p^^m^^WS 0 
20 pMO [ 12S I] MCH (NENftl) ££%\Z, Ty^mm (1 OmM & 
^T^v-^A, 2mM X^l/>> J T5>Eg^m, 0. 0 1 %/\*~> h 5^>>K. 
tKO. 2% ^'>lH7JV^>^tf5 0mM TrisglE pH7. 4 
) tfT2 5t:, lNfK-T>^3.^— >a>bfe^, ( 

25 A, 2mM 3L^V>*JT^>mim.~RX$0. 0 4% Tween-2 0S:ttf 
5 OmM Trislil, pH7. 4\ZX$cW&. tf^^y J )\s*—±<D$tM 

5 1] MCHU&\zMir%mmK&w<D5 o%mmmm ac 50 m) 
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i . MCH^tfts 5 o %mmm& 





I C 50 (nM) 


mmm i 


5. 8 


mmm 1 7 


6. 2 


mtm 2 4 


3. 3 


mmm s 4 


8. 8 





MFU MCH- 1 RfS^ufflfcLTfeffl-T*. 

. ^->^>?>^T (7 lmg/k gfltJ&FW®&#) , 

U (2 6^) £J?A> #^fflW^>T@^bfco ^W-a-WOW 
TObregmad:i5f^2. 2mm, JE+JHUi, lltl<fc!?l$ 8mmi: 

WcJfAU ^7^>liW> (MCH, 5/ig/lML/head, AX 

r^#m^-^) ^3is^iig4iL nmm2 4<Dtt&Qa (10x^30 

mg/kg) MCH©#©ll$IWIfrK0. 5%*3 L )V J t)\'U—X7kmmzM 
15 ittlPMbfc. 3l!ra*7yMcKMftm, MCH&-*N£2lltffl© 

H1H S5I&l»*T?<aA$*fc9y bfc#»"»©<b^4&&«nlft-£U ^©1 
l$ra&fcMCH&Ja£l*3«#U&&, 2B#W©^y h©«!9ft*^UfeHT**. 
fiP%> DHiS^J2 4©to'&tJ£&#b&V^£\ 2)H»J2 4Oft^$10m 
20 g/kgfi^bfc*^ 3)HM^J2 4<Dfc&m&3 Omg/k g^-^bfc^^ 
©#* l£-DV>T> 2P#F B 1&fcD©^.v b©$E^» (g) 

-ftfc D CAXIKWSat (aCSF). ©^4L/fc«^$MI (U^Tl^>X) £ 
25 Ufeo 
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SIMtt* SiSfcSSr, AftNtt* ^fc^Wtt, ^m^??^, x;i/n-;v# 
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94 



nt # (d m 



i. 



■HR5S [ I ] 




R 4 B 3 R 3 



Ar 



1) jjcSW?, 

2) 5£ [A] 



R 5 M!^^mySWt5. Yte, -CH 2 -, -NR 6 -Xtt-0- 

3) a ^ A^i^^nsiisf t < »s [a] -em* 




c 



Y 



[A] 



WO 2004/011440 



95 



PCT/JP2003/009610 



(R 5 )a 
N^Y [B] 

1) J^^#, 

2) i x« 2 st'&© 3 ~ 8 ic^tit b < mmmmmn^ 

3) i xte 2 gift© 3~s A©#*aa!f u < um&mmmmm. xra 

4) ±i4"O^If«IftIt$nt^Tfej;V^$t 2 - 4 (D 
ArU :70j&>&fcSS&&>e>a&£nS lS^b<te2«U:CDBt& 

m*mvT^x%&\<\ ix«2 ^©^^mst^ u < ^mmmmm^ 
^t;i/^;^;v^;v^^^ «£»7;i/^;v*;v#p;w ts/s, (is 
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smms {vim? )V3c)VX)\>y t^-i )V) fi^7JWV75y». 

io ADy>if« ymm, 7^/s> ->7/i, ^/w^w^/^ 
mT;v^T5/m> yymi%^mM'£nT^x*>&^i&WL7)v*)im, yv 

^M7)V^r)V7^y^ j3)V'#*i')V& mk7)V^-M)V^)V 

«£^t;^;i/*;^^;w ii7M;i/7sys, vnm.rfr^vtDvn^ 

20 1, XJl/77^^7S;i, (^ii7MJ^77 ; e-fiW75;S, (5? 
mC7)V^r)V7,)Vy7^)V) «7;i^;V75/g, W^V-^r^C)^^ 

25 «7;v+;i/*;v^n;i/S, ii7;v^M-;HR«li7J^;v^-> 
2. R x 3&t, ^^^-efe^w^^ffl^i^^fB^^^-^^^ 
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3. R 2 ^ -TV^Dtf^g, yi?D^o^S> z/Zuttfr^ is 9 

Hn77>-2 — r;vg, i -**>*;i/tt:=jveny s»- 3 ->r 

7. lX»2^i4<3D3~8M©5f#^b<«fltJ»^^^^ 1 

X\* 2 3-8 M©lltl«^m^S> Rrtefc'f ©KSftK^^^JS^fcB 
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10. wa*> Tm<Dffifrzt£&wWk^frZMifczn%%(D-v$)Z>m'$.<Dm. 




Me 



11. Ar*t, yx.^)1/M. 2-7MD7i-JkS, Z-y)V*uy^ 
5 4-7WP7x-;H, 2-b'J7MD^f;i/7i^M, 3-h 

^cn-;^ 4-^^>7n;^-;v7x^I/S, 3 -y)Vjru-4-* 

4-^na^oi-;v^ 4- (tf^Uv>-i — OV) y^jvm, 4- (^v 
10 *u>-i— ov) y3L~)m, 2-7Jweu^>-5- r;vs> 3-^;v 

tfu> ? >-6— r;i/S, 2 - tf u ^ s^i^ 2-tru^;^> (2-hu^ 

12. »^O|gfflmi^^f3^<0^J&^^^T^>JE^^ iM, * 

20 as mm. m^mm. &mxm • £m&mw. mmm. wmm 

m. nam*, ^msr, ^;i-k^»&, 
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1 4. -lass c 1 — 1 3 




1) 

2) 1 X« 2 m%k<D 3-8 KDftifl < «HW$1S, 

3) ixfe2m®.<D3~8m<Dm$fi-m$kmmm, xra, 

B\ B 2 , B 3 , R 1 , R 2 , R 3 , R 4 0ArH m^mMB 1 JgfciBtS© 

l 5. R 1 ^*^;V»T&3S»3fctf>ISHfgl 4JS^I3^<D<t;^o 

16. R 2 ^\ ^yyatf;«, ^^oynifjn, s^ny^;^ 

7t?;nfD'j> ? > - 3--r;«> n-pwh^u >*>-4 — r;i^ fh7 
kh*D77>-2-^ )vm, 1 - * ^ >x)ift~)V\z n g > - 3 - -f 

1- «V^Dt!^M-;i/) U 3 - >f JH*^&5#A^aJ?* 

17. B l , B 2 RtKB 3 ^ ^Wb7K*HC^*Sffil*©ISffl»l 4^ 

is. r 3 ^ Tkmm^xfet^frmT'&zmMoffi.mmi 4mzmm<D 
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2 0. W 1 ^ 1 X« 2 m®i<D 3-8 MO^MlSb < &j|£fi&^$3it& 

i xtt 2 n^<D 3-8 ji®ftA&ft5i*aBk R^M^o^iif^iii't 

2 1. W 1 ^ lX^2^tt©3-8MO^#^gmit^m^Ta5^» 

^HH2 i ^tciamo'fb^. 
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10 1 4^fcfB«0^«J. 
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6 — T>>V} - 2- [4- (HJ^l/rfrOpWV) 7iZJ|/] - 2H— r-h^v- 

20 ;p-2-^j;v^U-^ 

• 6-(3-7Mn7i-JW -N- {2- WVT'D^K^^W 757] - 

ih-^>x-t a yv—fr- 6 — r;w - 3 - try ^>#;v#3rU-^ b\ 

• n— {2 - [<y7*Dif;v 75;] - 1 H-^>X-Y5£V-;i/- 
6— - 5-7i-;v- 5 -tfy 

25 -5- (4-7MP7x=;W -N- {2- Myyn^W^) 757] - 

1 1 h-^>x-T5^/-;v- 6 - r;w -2-ku5^>*m* 

•N- {2- K77n^ C*^) 75 73 -lH-^>X-f5^/-;W 
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